( 1 2) 4# it i& * * ft i c * -5 l \ x » m * *t tz m m m m 



(i9) msuanmmmmm 
mmmmm 

(43) lifilB 
2003 ^10 fl9B (09.10.2003) 



PCT 



(10) SHS&IMH- 
WO 03/082847 Al 



(51) HRR*#i*$Hf 7 : C07D 307/85, 405/12, 405/14, 413/14, 
417/14, A61K 31/343, 31/443, 31/4525, 31/4545, 31/496, 
31/506, 31/4439, 31/5377, 31/551, A61P 7/02 



(21) mtstamm^: 

(22) SHSaJSB: 

(25) mmmmcDmm: 

(26) aie^iacowss: 



PCT/JP03/03807 



2003 ^3 27 B (27.03.2003) 



(30) ffiftjf ^r — 

**fig2002-91686 2002 ^3 28 B (28.03.2002) JP 
*#M 2002-376158 

2002 ^12 ^ 26 B (26.12.2002) JP 

(71) ajMAf*H£i»<£Ta>ft^iiicooT;: mmm 

atttSC^a (TANABE SEIYAKU CO., LTD.) [JP/JP]; 
T 541-8505 *l&Jfr *l&m *ffelEii^fflT3Tg 2# 

1 O Osaka (JP). 

(72) i$&Zf 

(75) *M#/tBlHA C*BBfco^Ta)^;: Jll □ l*ff 
(KAWAGUCHI,Takayuki) [JP/JP]; T 170-0004 JR ^ 
tB SSIE db^:^ 2-24-5-2005 Tokyo (JP). #S 55 
1IJ (AKATSUKA,Hidenori) [JP/JP]; t 335-0021 flj S 
i FBBrfi X^^JjW 852-303 Saitama (JP). flEHt 
(IIJIMA,Toru) [JP/JP]; =r 335-0016 AtXRl FHrfT T 
HU 1-13-14-305 Saitama (JP). JSIb (TSUBOI,Ya- 

sunori) [JP/JP]; t 332-0022 Jf II JI| □ rfT # fflj 



1-25-405 Saitama (JP). H# (MITSUI,Takashi) 
[JP/JP]; t 188-0013 mmtP SmmrlT |r] ^fflj 2-9-9-3 04 
Tokyo (JP). *J± H (MURAK AMI, Ju n) [JP/JP]; T 
336-0003 JftXIft * L^fc* rfT TcfflT 1-15-15-302 Saitama 
(JP). 

(74) j^IA: WUJ IS , 9\> ( AO YA M A,Ta m o ts u et ah); T 
540-0001 Xtifcm *B6rfi **B« jl 1T@3f7§ 
I M P t£;U WOjftiMfJSBr Osaka (JP). 

(81) ffiffili (H Ffy: AE, AG, AL, AM, AT, AU, AZ, BA, BB, 

BG, BR, BY, BZ, CA, CH, CN, CO, CR, CU, CZ, DE, DK, 
DM, DZ, EC, EE, ES, FI, GB, GD, GE, GH, GM, HR, HU, 
ID, IL, IN, IS, KE, KG, KR, KZ, LC, LK, LR, LS, LT, LU, 
LV, MA, MD, MG, MK, MN, MW, MX, MZ, NI, NO, NZ, 
OM, PH, PL, PT, RO, RU, SC, SD, SE, SG, SK, SL, TJ, 
TM, TN, TR, TT, TZ, UA, UG, US, UZ, VC, VN, YU, ZA, 
ZM, ZW. 

(84) ffiffiB (fcM): ARIPO (GH, GM, KE, LS, MW, MZ, 
SD, SL, SZ, TZ, UG, ZM, ZW), ZL— => S/7tttff (AM, 
AZ, BY, KG, KZ, MD, RU, TJ, TM), 3 — P^/^*$lt 
(AT, BE, BG, CH, CY, CZ, DE, DK, EE, ES, FI, FR, GB, 
GR, HU, IE, IT, LU, MC, NL, PT, RO, SE, SI, SK, TR), 
OAPI *f#!*F (BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GW, 
ML, MR, NE, SN, TD, TG). 



(54) Title: BENZOFURAN DERIVATIVE 
(54) S8HH0>*ift: ^>^77>S»ft 



00 
00 

rn 
O 





(2) 



(57) Abstract: A benzofuran derivative useful in medicines especially as an activated blood coagulation factor X inhibitor. It is 
a benzofuran derivative represented by the general formula [1]: [1] (wherein X represents -N= or -CH=; Y represents optionally 
substituted amino, optionally substituted cycloalkyl, or an optionally substituted saturated heterocyclic group; A represents a single 
bond, a carbon chain optionally having a double bond in the chain or at a chain end, or oxygen; R 1 represents hydrogen, halogeno, 
etc.; ring B represented by the formula (2) represents an optionally substituted benzene ring; and R 3 represents hydrogen, etc.) or a 
pharmacologically acceptable salt of the derivative. 
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(12) ^|Si7;^;P7^ / SS»7;^;H, 
(1 3) t#ys, 

^ilfm^^ffit^tLTv^^ J;v^fp^^-efc§ (ii±) ^wb*©^ 

tt.r , 

(x i ) itBtfS 

(1) #/V/K=3f^/l^ 

(2) il7/l/a^^)&;l//j?=;H % 

(3) i&%&T/l>=t3r^m, 

(4) t Kn^i/;H % 

(5) ffiS7;l'3^v'*;^=;HT'tI$ilT^Ti J;V^7 ^ / t^iXi, 
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( 8 ) t Kn^fv't^y ^StU* /VtS =^;vm, 

( 9 ) t Kn^f «7^^r/Htti $ flit U vvl^ /V/jwl^ 

(10) t Kndp- ^flSRr /v^r/i^6-eiKft $ tifc t° n y ^/Kfc/Ptfc^/i^ 

(11) 18&7;i'*A'}f'<?l?—A'mW&*A'tf~A<m^ 

(12) (a) i&mr^/um, (b) ttr/v^^^/^^/n, w 

(13) (a) <Sftr/^/VS, (b) fil7/^dr^7;v^^ 

(c) t Kn ^^S-efi^tLfcfgtT/V^/H, ^7J? (d) v^g^T/V^/^ 

r ^ / ^em^tLfdSi^r/^/vS, alarms £T*il&;**i/rvvcfc 

(14) O— NH— C (=NH) NH 2 7?^$^53E^ 

( 1 ) IS^T/V^r/VS-eg^ $ *bfc. tv< y ^s, 

(2) m&T ;V3r;vm, RT$ 

(3) f^T/l^^v^/V^/l^ 
^b51{^tLSS-egm$tLTV^T 1 bJ;V^T^yS-efe6 (iiL) ^fBljfe<7Mt^%o 

(x i i ) 3SB^S 

(1) *;H|?^v';l/I, 

(2) {£^T/V:n^v-#/Wiw^ N 

(3) ®^T/V=t=3r^^ 

(4) t Kn^rv'/H, 

( 5 ) -fSf^T/V =i 3r /P^—zl^g-CflBft $ ^bT WT&<£^T57 t=^^S, 

( 6 ) \mCT7V a * ^m-cWM £ MtfflBkTsl' = 3r ^ N 

(7) ^-y^y t^y ^«7biitra y ^/^-eem^^/t^/v 

( 8 ) t Kn^rv- y i^Sg$|# /i^—A-^ 
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( 9 ) fc Kb ^MS^T/V^/V^-eg^^tbTc U vvP#/V;fc/l^ 

(10) t Kb MS^T/v^/^-eS^^ttfc fc°n y v>~/v#/i//}wi^ 

(11) f£tT;P^r;H:^7^-/Htt*^^-;H, 

(12) (a) fg^T/l^/l^ (b) iftT/Va^i/^/l/^^/H, ^TJ? 

(c) il7;^y^/H N d*e>atffti,5ST?Wl$^TV^t>J;v^5yS, 

(13) (a) ffiftW/vS, (b) tt7;^^M£l7;^/H, 

(c) fc Kn^i/^-eg^^tbfdg^T/v^/^ (d) *SffikTsi"*A> 

(14) ^:-0-NH-C ( = NH) NH 2 T^^5I, 

A) 

(1) te»7;k^/H x 

(2) P T/V^r7P* N 

(3) t Kn^MfiftT^^H, 

(4) <£»T/W^/V'X-CflBft$tl/7t 1 , 3-^-3^-/1^ 

(5) (a) {£^7W3V1^ (b) Om.T J J (c) f«T/V=3f- 

( 6 ) v-t j mmm&mr/^/^m, 

( 8 ) # /Vaj? ^ ^^WMm&T/U^r/^m, 

do) t y $ ntz.i&m.T/^^m, 

(id t° y ^smis^T/v^/n, 

(12) \£MT ;V-=i ^ i/jj/\s7$~/um. 
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(13) i?m&.T/V3r;VT 5 J mWMi&ffltT >l>% J 

(14) mkTfrlJ J 4 /W3k 

(15) fcT V 5 v^/l* 

(16) ^/v* V =-^Wm.M&MT / y( 

(17) {MT/V=3r/l^/l/*^/V^ 

(is) i&mr/^^mm^^^^ /^s> 
(19) r y — 

(2 0) {S^T/V^^^g^fS^T/^y-f ;H, 

(21) fiir^* y -r ^^-y^WW&CT jv-ft / 

(22) t Kn^ase&r y — soj 

(23) tFp^ y -r A-g, 



N- 




N" 



\ 



c) 

(1) ^yt°ny^;H N 

(2) ^y^/p* y s.rj« 

(3) (a) i&mr/^/um, (b) MT/^^-y^/V/Jw^ &TJ« 

^WM&fcX\^Xh£.^\/?vT/V3r;vmX»ZbZ) (i i i) (-IBic^^ 0 
(xiii) MB-ftK 

(1) ttT/Vn^f^ 

(2) t Fu^ris/U^ 

(3) (a) iS^T/l^/l^ (b) ®iK7;W3^i/S, (c) f«7Vl^^r 
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^i&mT/^^m, (d) t Fxx*i/fflakTA**/i'm* (e) i&mr/^/^^ 



(5 
(6 
(7 
(8 

(i 

(2 
(3 
(4 
(5 
(6 

(7 
(8 
(9 



t°py v?=;H, 



y vvh 



t° y vv^ N t°K ^-^S, 4 , 5 —v 5 1 K n ^ It- ^ y /i^&rj^ 

(10) \&CT >\s^)V^)V-fo~)Vm, 

(11) jfi*T/V=^^/l^~/V^ N 

(12) yf£ft7;v^r;V7 5 7 1»I7;^/H, 

(13) t^ys, 

^b3l^5^-e^m$tl,TV^T^J;V^fPm^S-efc5 (iii) X£^m.(D\\& 

(x i v) mBVK 

(1) <S®T/V=^^ N 
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(2) t Kndpv-/^ 

(3) (a) »7;^;^ ( b ) |Sl7;V^^ (c) (gft^a^ 
^§7;^;^ ( d ) t Kn ^« 7 ;^;^ ( e ) ffifcr^***-? 

( 5 ) t Fn^tx y 

( 6 ) tKndp -iyj&mT/^/umm^: tr-^ y ^vi^ 

(7) t Kndpi/ffiaT/P^/^g^t'ny v?-/^ ^ 

(8) <SRT^^r/Hf^7i^=yl/3S, 

( 1 ) &CT £ tbfc \f^< y 

(2) ffii^T/l^/l^ ^7J? 

( 3 ) fii7/l^n ar^7/i^=/l^ 

^e>»W^S*T«||*tLTV^Tt>J:VNT5y*T?4,5 (iii) tc«©^^ 0 
(xv) UtBj&S, 

(1) i§7;^^^ 

(2) t Kn^ri/;^ 

(3) (a) mkT^A^ (b) |Si7^n^^i N (c) flBRr^a* 
MMX/l^/V^ (d)tKn^fi«7M;^ (e) ttT/^Hf 
«m$^TV^^J;V^T^y«-eSm$^fcMT/^^ (f) 7 y^ S 

m^ftffi»7M^ (g) tfy^^KsmfSftT^/^ 

(5) tKn^fcVij^ 

( 6 ) tKn# MMT/l^/l^g^ y s?/^ 
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( 7 ) fc K n 3r ^#I7/V^;HII fcf n JJ ^TJ? 
( 8 ) ffi^T/l^/P 

A) 

(1) \$MC7 ;V*7vm, 

(2) nT/I^r/Vfi, 

(3) fc Y***smkT;V*c;Vm, 

(4) {g^T^^/H^tt^tlfcl, 3— 

(5) (a) i&mr/u^um, (b) {g$£T/v#y^/vx, (c) i&mr^ 
/HiiT ^ y s-ceife $ frbfcfl&ftr /v* y -r /i^r.t* ( d ) i&mr ;v ^ 

6) i/T 7lli{Si7^^/H, 

8 ) ^/V^-gmffi^T/V^/V^, 

9) ^gj^T/V^^fllife^tfCl^Tt £V^/W^-Y/l^g$|{£^T/J^ 



10) Ty-/^l?gm$tt^g0T/Vdf/^ 

id t°y ^/^emfMT/p^/vs, 

1 2) fS0T/V^^7/I^~/l^ 

1 3 ) v^MT/l^/VT 5; y mW^kteMT/Vj] J 

1 4 ) Ii7/^ y ^ ;vm, 

15) tr y ^ V'^vm, 

i 6 ) ^-/v* y ^/vm^«t/v# y ^ 

1 7) fgft7;V^;l-7^*^;H, 

18) {MT/l^/VSfi$l#/W^-f 

19) t y — /v-^sife^/^^^/^, 

2 o ) \m&T/v=i ^r^ifiieir/^ y ;i-s, 

2 i ) &cr>v$) / ^ )v^%y^^MMcr ivti y -r ^ 
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(22) fc Kn ^^Smr U — %lX£ 

(23) t Kn ^^«7;^ y A /^3k 



N v N^X N 




N 




\ 



N" 



N- 



St* 



c) 

(1) ^yt'ny^i, 

(2) t^y*;^ y —/i^, S:t)« 

(3) (a) fit/^dr/H, (b) <Sft7/l'3af-V*A'>l?=/H, ^ 
(c) H7;^^;^ ^b®fm5K-eem^tLT^T%J;V^T^ /^-e 

-eeife^tbTv^ i l><J;v>-2/^nT/V'^/^T?s>s (iii) iz&Mtoito&bo 

(x v i ) isfn^ii«^, ^supk-^k w&mttxmMiE&'frbtezmj: t> 

5 (i) % (ii), (iii), (iv), (vii), (x) ^lU« (xiii) ^fBicC0^^ o 
( x v i i ) t&fn^iatStf^ ^ y tf 9 V y v>-/K tv< y 

tr-^y vVk tfn y >?^/k tf-^i^ y 1 , 3 - 

fc6 (i) , (ii), (iii), Civ), (vii), (x) (xiii) EM<D4h&m 0 

(x v iii) 5$ : 
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~R 




O- 



R i n ff >m&-& it m&mr/^^m-vh x> > r 2 ^ 

A) 7K*i^^> 

B) (1) &C7 JV^*/*) /]/7$~/]sm^ 

(2) ft/v^^/v-m, 

(3) (a) \mkr>v*jvm, (b) \mkT >v^^y\mcr jv-^tvm^ ( c ) 

t Kp^f«7;^;H, (d) fiHRT^n^^S, ^blim51-ei 

( 6 ) t Fa ^M«T/i^/^-effi&£ tLfc t°n y S?=vlo*r/V7j?:=/l^ 
(8) fc Kndr^/l^ 

C) (1> #/l^>->7^ 

( 2 ) fg^T/^ =t ;Uv$^/um, 

(3) {g^T/W^v^, 

(4) t Kn^H, 
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( 8 ) fcFn^ tf y vvl^M$l# ^/J?~/V^ 

( 9 ) fc K n dp- MfiTf&T/l^/^-e-Kfe * tbfe y /istf^/vm, 

(10) t Kn^r v'«7^^/HTtt £ 7c t° n V *?—A>% ;\stf=-;V^ 

(11) l£»7/V^^tX7 ^-/HfH^^^-yH^ 

(12) (a) iSMT/^/^m, (b) f£l7/^dr^;V#^;H N ^.7J? 
(c) <gjRT/P*y>f/va£, ^ej3HMtbSa6T?Hife$tb-C^TfeJ:v^$/^ 

(13) (a) <ffiRr/W^/V3£, (b) «7^3ar^l7;V^/H, 

(c) fc KndrMB^T/V3v^ SlTJ* (d) v J »7^;V7 5ylT-ft§ 

(14) S;:-0-NH-C (=NH) NH 2 t?^&*L5S, 

3> 6> ar**L s mxwM £ v ^ r t> «t v ms^t/v = ^ ^ ^ ^ « 

D) (1) {SR7/I/3^^S, 

(2) t Kn^r^l, 

(3) (a) fl&RT/V^r/l^ (b) tl7/^^vl, (c) flSJjRT/Wa^ 
«7^dr/H, (d) MYnZr^QSMT/^/vm, (e) {£t7/V^St* 
■Rm^^^-rv^T^iv^T5yS-T?g^$tL7 v dg0T/^-^/^^ (f) 7y-;H 
•eft$^fcffift7;v^r;H, &rj? ( g ) tf y ^^MIMta^ /H, 

( 4 ) ^/v* y t° n y i^^/H, y z?/vm~£ fc fe^-^/ufr y =. 



( 5 ) tKo^t^y 

(6) t Kn^rv'fitT/^/l'i! 

(7) t Fn^rMfilT/V^/Hl 

(8) !6a7;v^^tX7^-/H N 

-efe<9, A^s^^-efet), R 3 ^7K^^Trfc5 (iii) ^fS«o^^ 
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(x i x) 

( 1 ) i&m r/v^stfUft $ tb7b t°-< y >vi^ 

(2) (a) \gMT;V3c;Vm, (b) iS^T/V^^v-^/^^/^^t/ (c) 
^S^T/V^7y-f/VS^b3l^tb§S"e«^$nTV^TfectV^T^ ;MxWM&n 

(3) ^y3£t?iWfe$*bTV^fc«tV^ : 




N' 




N" 




o 



N- 



(4) (a) ®i7;^y^;HIt; (b) IBMlT Astf^/umfab 
(1) 

(2) v'j;!, 

(4) 

(5) fg07;P3drS/S v 

( 6 ) >mkT;v 3 df- ^3£tf fltift $ tufciS^T/^ a 

(7) t Kndrix/^-eSife^tbfc^gjKr^^df-^^ 

(9) f&^T/l^^^/k/J^/i^ 
(10) 

(11) ( a ) &C7;V^r;vmSL^ ( b ) t Kn d rMfit7/V= 3 r/H, feol 
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(12) -^/i^/Jn y — /i^/i^/i?^/!^ t°n y ^/i^/V/jwi^ t°^y 

(13) fc Kn^r ^i&B.T/^/^mM £ tbfc fcf^ y /l^^/V^ fi 

(14) mkT/v^;v^ 

(is) tt7/v =i ^ ^ /vaff =y^-eflHJi $ jftfcjg&r a^/vs, 

(16) #/V/K>M»T/l^/l^ 

(17) ( a ) ttr;l/^;HSt; ( b ) t Kn ^v-fStT^^S, tf> £>3i 

(18) *£/U& y ~/l^/l^~/l^Sg|^T/V^/VK 

(19) t K n df- i/\%McT /Is^-jum^WM £ fbtzL fc 9 ^ y SMofr 71^^ 

(20) tKn^f MfiiT/V^r/H 
i^lif^iSStfcS (xviii) ^fB«cO^^ 0 

(xx) ttymxwMznx^^xh : 



N- 




\ 



N 




N" 



\ 



XU 5 



N- 



(1) 7K*Jm^, 

(2) (a) ®MT ;V*r;VW8C& (b) ISIT/Vn ^«7;1/^S^ &I 
(4) ^r/V^ y -/^ t°r3 y v^/l^/A-/}?-/]^ y vvV# 
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( 5 ) ®»7;V^;HtIj7 /W^-f ;HT^fl $ frfcfg^T/V^vi^ 

( 6 ) % /V^^^fiST/^/vE 

(7) ^-/V/Jn y ^/l/^77^^7^e^fg0T7Vdr/^ N 

(8) t Kn^MMT/V^/l^ 
^fe^tbSS-CfeS (viii) iCfE«fe(Z)^% 0 

(x x i ) Yifi s 

8^ $ ^Lfc ^ y n T/V^r/V^^ ft fit 

(a) fgmr/^/vs^ (b) {gmr/^y-r/^ ^?>iffn5S?iii$ 

(1) ykmw^s 

(2) t KodrMS®T/^/^ 
( 3 ) # df- Mfi^T^^/l-S 

( 4 ) fS^T/V^ ^^S^{g^T/l/a ^ *>2££fctt 

(5) (a) ^«T/^^/^-eai^$^^TV^T^ < j;v^T^ y^rj? (b) ^E/V 

baif^n s ^-t? fe 6 (xviii) K^m,(Dih^-m 0 

(x x i i ) Y^>\ 

( 1 ) jkMWi l~3 (D$AT /v^c/vmWMT 5: y frfc^ n T/v^ 

( 2 ) ffc 1 — 2 ©tS7;^ y ;Htt7 ^ y St'fH $ ;h,fc is y n T 

(3) ^-= 3 f-y^-e«^$^TVNT i b c tv^t 0 n y >?^- 1 /ux'WM&tif^y 
y in tvi^/i^ 

(4) ^-= 3 ryK-esm$^Tv^T^ j:v^t: 0 -<y v^- 1 — f/v-e*m^tL7ciy 

(5) ^-df-yS-CS^^tLTv^T^ J;v^e/v^y >--4 — f /i^fim^ttfcv/ 
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( 6 ) mmm i ~ 3 ©ig^T^^/v^mT ^ y mx*mm^tbtz.\mkT7v^ ; v 

fa hmitti 5 m-r*2b 5 (xviii)^|Eic^^% 0 

(xxiii) f 7 - 5 - f ;k7 ^ 7 3 - [4- (N-^/V 
^^-N-^f;V7^/) n^dr^/^'^/l'T^ y] — N- (5— ^ n 

b7^-3- [4- (N-Tir^-N-^/KT^ y) v-y n^i//V7j/i/ 
-5- (2-t Kndfi/x^/v) -N- ( 5 - 9 n n fc° JJ 

^- 4-4 MsVyS^/V) -3- [4- (2-^^y 
- t°t=r y v^^— 1 is? u^.3cls/Vj}/V3f;=^;VT ^ 7] — N— (5— ^tt 

pfc°yyy-2-^^) -<^y^7y-2-y7/^^f-$ K; 

h7y^-3- (4-y^f;P7$y p^y;^/^^7^y) -n— 

(5-^nPk"!)v?y-2-/f;V) *<^y 7 y 2 -TJ/V/jf^ ^ K 
( x x i v ) — [ 1 — 1 ] : 



(5£«K IB-§-ttl!frfS£IH— igtefe&^rrs) 




[1-1] 
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( x x v ) — [ 2 ] 




O 




[2] 



NH2 



(xxvi) _hffi (i) ~ (xxiv) W^TtlfrfoWMiDfc&Vo&ititt&Wm 

(xxvii) _hfB (i) — (xxiv) OV^fl^^fBftO^fb^^^fcfi-^CO^ 

(xxviii) _hfE (i) ~ (xxiv) <D\/^tbfi>\Ztiffi<Dfc&qii-&1tfi^<DM 

(xxix) 0. 1~3. OL/kgT', FXaPlWtfMH (ICj ^ 
10 0 nMKT©FXa PM&lSr^abJ&fr £ i~3 , MW^KV ^mW&%^£ 

(xxx) ^^m^0. 1 — 3. 0L/kgKT^ FXaltf^ (IC 
bo) 0 0 nMKTOFX a iti^f ^JCW(-tfF*l4£^ 

(xxxi) ^*^^o. 1-3. 0L/kgt\ FXaPlWf^ (I C 50 ) & 

ioo nMKT©FXa Pfi^j^^^ t-rs, mmm^v >mwm&m£ 

(xxxii) ftmmmft 0.1~3.0L/kg ^Tt\ F X a (I C 50 ) 
^10 0 nMOTOFX a bir Z> . ^@^^fF^tt^$ ft 

(xxxiii) ^ : 
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o 

II 

NC-^ o 



NC — ( VnC 




^£;K/5*fft&ttKi«:^rU &*6&&tifiO. 1 — 3. OL/kgt\ FX a PI* 
f^ffi ( I C 50 ) as 1 0 0 nMKTOFX a P!S£U Sr^/fcfr ^ i~ & , HfClft^ JJ 

(xxxiv) ^ : 

O 
II 

> II / — \ \\ 

NC — ( VNC 



•vm&th&^mM&^r u &&&&& o. i ~ 3 . oL/k g t\ FXaPii 

ftMB ( I C 50 ) flS 1 0 0 nMTOFXa l&*8J&:#3fofc#fc f^K ^WttiCjJF 
(xxxv) : 



O 
II 

\ H 
NC — ( VNC 




o 



•VmStl&tiMtffflk&ftU &fc3&fflHO. 1~3. OL/kgf, FXaPJj 
fl^Jf (ICJ ^10 0 nMKT^F X a Plt^?rf M^t UStft^y 

(xxxvi) ^ : 



O 
II 



NC_ ^ ° o 



NC— <^_y-NC 

•vm^ti^^mm^m^ ^mm^o. i~3. oL/kgt, FXaPit 
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im ( I c 50 ) ^100 nMKTOFX a mmffl&tth&.&b'r&. mftRlteJf? 
y^ntVK -fy^/K s e c -y^/K t e r t -y^/K -<y^ 

/K Y y^yf ;k ^;?j-^y^VK t e r t-^<y^/K l-y^yyy^fvK 2 

- y ^vvy'^VK 1 , 2 - v>y ^-/i^y°n tw, y/K -y y ^^-y/K 1 - y 
^■/w^^^/K 2 - y gvw<;x9vK 3 - y ^vwo^/k 1 , 1 - >*y ^v^r/ 
^/k 1,2-i^y ?vk^vk 2,2—yy ?vl^?vK 1,3 -yy^vyy^VK 
2,3- v^y f;v/f;K 3,3- v>y f;i-7 f ^ N 1 — ^5VKy^/K 2 
/vy^/K 1 , 1,2 - by y t°/K 1,2,2- hv y^vyyntVK 1 

- ji^/v- 1 -y ^yyyn tVK 1 — rc^yi— 2 -y ^/K7°n fcJVl^j&SSfctf £>;ft, 

5 0 rtLbo^i?«^#:i^4©^(D^w^b< , y^/K ^f/K y 0 ot° 

/K ^yy°T3tVK y^VK Y y/f/K s e c-y^/K t e r t — ~7?-/V& 

brtgrns^rit^-r^o rttfeco^-ett^^i75^4o^^^^b<, yh 
^b^^, -ya^c^ yyn/j^v^ yh=sr->^ Yyy>^ 

^1, s e c — ~? h^r^S, t e r t —zfh *c v-S^#^f * UV\ 

oT7^i/y-efei9s ^flq&fcte, y^wy, ^^y N by^fwy rb7 

1 *»e> 5{@oy/^^i/y^w^ u< , #(^y f uiy 

r®^T/^y^vyj tn, ^*^2^b6^@cDit^fc«^^ 
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LTHIR. $ frbfc^ ^ n mtt 1~4 fli#-t-5^n^K^#* U £f £ L < 

i^j^f*^ ^vy e?=/K tr^yyv^K t°^y^;K tv<7^=/K 

jBK^Sr l ~4«rf-;5 4~ TMo^lSfP^^Str^U li##%-a-^^S 0 

-r^vy/K t°^yy/K wyy/K -fy^-y-yy/K 4, 5-v?tKn 
^-y-yy/K f/y'D/K -r y^r/y^f^ ( f n%\^<\±, t°y 

y* y /k y y ^ w ^ ^ 3 0 
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YA^COOH [3-A] 
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[l-B] 
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-ic^&^Ti-S)^ HfrfBfl^&I 2 ] £ 3 - B 1 ]: 

YA 2 — H [3— Bl] 

L^CO-L 2 [3— B 2] 

OCT, L 1 *5j;t^L 2 ^|^-Xf»^oTs JKgf*Sr«*i-6)-e^$tL5^^i 

£fc, j&fffcj&l^ #fettfcfb^[l-A]*5J:-a«[l-B](DK 

YXt^/X(4lB(Z)ttl (R 2 ) igl!, T)V*M\^L)&, ag^T/t^A- 

fb-e4b[2]ttx —^[1 0]: 



;1MU — AS5£[9]: 




OH 



CHO 



[10] 
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4fc[ 7 ] <£>£M$£ P 1 £IMff U — ASS** 6 ]: 
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OH 





R 3 NH 
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[4] 



£fc, ^%[9]{C— |5^C[l 2]: 

3 7 ^ 



[12] 



$fe^ N — ^[1 3]: 




[13] 



CN 



JttsJSEl 4]: 



R 3 N' 




^R 1 



HC 



[ 14 ] 



0]tt N — $£5£[1 1]: 
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[i i] 
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fe[2]Wk^[3 -A]fc5W*ffc;-^[3 -A]coHJ^t4fl*f*, Xf«;fte>©l& 

5 gm-f-ZZk&X-ZZo M&Mt UTfi, N,N— ^^n^^^y^S?>f 
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^zmmtrntLsX^ mt^=-^ h^^/k ;rwy/wny h\ i 

15 o^^r^y^©^^ p b n 7x / -/^©7x / -/P^lif ^fe 

S^n!) KfeSr«fc •9 05S(dfflV^S^t^-e^s o ft^[3-A]XI«[3 - 
A]©SJ&t£^*#©:&£: Uttt, Mill ttB& JUbic*Bt 

20 k<D&&m^z>zt&x*%z>o mm-tzjfmzx^x^ wm&\&m^z> 
25 li, mwt-frM-r h y ^ a, y ^^^©^tk^t/vtj y * 

S>W*5 fSMtLTtt, M)xf/u7*y, fy^T^y, 
yyn tv^^/vr 5 >-^<d h y «7^^/^7 5 ^ii, 1,4- $?rf* tr 
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N- ^/VTir b75 K 1 , 3 - ^vV- 2 5 U >V >\ fc° U 
>-^W*U<, ^nn^^y, ^nnaft/W^ N,N-^f;^/VA7^ 

h\ try-^^j:»3»*bv\ ^T-inffeT-c*ii£< lifers r £ 

MxJ3\ -lOt~^i^|0|^ W~6 0W 

[Bife] 

ft^[2]Kl[3-B I]*3it5[3-B 2]-e^$tt5^#lSr^$*^#) 

4k&miz.*5ftz>mmb l-to, mz^v^^m^mmzmi,^^ t&x% 
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-^TiF t^a[5.4.0]^f>-7-xyf©£i|7,;y| % N,N-^ 

- K^fl> Tir h = h y 7i^<7)^ h y 7V^« N t° y 2 , 6 

7h7tKn77^ N,N-^f;Wi,7-;K N,N-v^9VKT 

-k h T ^ K 1 , 3 - ^;v- 2-4 5. y^yy, tf y v^^sgx^ b < N 
7 8°c~s^M^®m^-eifis^<^jfe-r6- -10°C~S 

[A]~[B]ife^Jfeb7>m, #btt7c{b^[l-A]*5j:tJ«[l -B]X*7F 

±t7^y©§ll N r /^=i— 7K 7i;- 7M4oh, ^ 
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t^-?^«7/^yiii, ^7X*-7- h y ^7K*^ y 

MmfrMT y yfcSWfc;-?- h^A, 7kmte# y Tkgkffcy 

m(D7kmkT/v% y 5 r £ ^ffl&&b tttt, h y rc^/v 

75^ h y zffAsT 5 >\ y^n fcVl^^/VT 5 b V &CT>V*r?V 

[4 . 3 . 0]y 5 1 , 8 — S^TIf n[5 . 4 . 0] >7 l^fiJ — 7 —a^l/ 

^ithy^ ^g^y?^ ^•fev-^A^o^T/^y^s^ 

Ko7 7 y, ittt-y-^ h3ci/=^?^m<D^.—T/^mm. n,n 

— r ^ *v y vV ^§©7 5 K3R*§Sk 7i?f=by /i^^- y ^ 
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- i o °c~K^li^^m^^?31^»i-5 r £ So 

fffi^fflVN fetus t>©*t?*)ti/«r#Jj:ft!||Stt'&v^, T 5; K^#^#Sr^.^$ 

^.hc x h y * yfofitiixftiit h y «7^^o@^t^ y & 

a-— v 5 ^ y7*n fcVtac— tvK 7f7tKn77y, S^^IM^ 1,2 
-v 5 ; b^v^^^gcD^— 7Vl^$g8k N,N-^WM7? K> N,N 

- f/l/Tt h75 K, 1 , 3 - ^-/v- 2-^5^Yyv?y y#©7 5 K 
Wfc^ T^h~h])/^<D~hV^MM, *0"t?^ h/Wci^ ^>t^4£ 

*J?xix2*&z/ s is? au^^y/, 7f7tKn77y, 1,2— 
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^*/VA7 5; K N,N-v^ ^T-fe h75 K> 1,3 2-^5: ? 



T'o/V^/VlOT/^^l^ 7 J^ 
«\ ^T~^T-e#SJ£<iyfe-rsr k&X^ s MpUS, -10°C~£OS^ 

S^7;^/^;^yi/Nn^>«^W^^JS§*§r^tj; t)sff 
5 fiff&f fr^Jfe [ 2 ] £ 3-A]©7 5 K-fbSJ^ ^^©i^imo. 
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vj*m<Dmm&mT;\'%v&mm^%&\?%^k&-z%, tit* i ttft, h 

y ^^/i^r 5 V, hV -7=5- >VT % ^ ^y/n tf;vx^7 ^ h y i&m 

T/V^;VT^^m. 1,4— S^Tiftrv^ n[ 2.2.2 ]^y^^ l^-^T-^tf 
^ n [4 . 3 . 0]/ ^— 5 -^>\ 1 , 8 -i^Tif tf ^ n [5 .4 . 0] £ l/7*%-7 
-xyf©37^ya N,N->M gVKTx^y >\ N,N-^iW^!)y, 

4 - >M f-^r ^ / 1° y ^y|®7 ^ i^m, t° y =r y v^^^r 

>\ i^rl^ 1 , 2 - ^ bdrv/x;5?y#©x^^f N,N-v>y^ 
/^/^7 5 h\ N,N- v^y ^Ti? K> 1 , 3 - i?* 2 — f ^ ¥ 

y y 5 r±h^hv ;vm<D=. y y /v^ir, 

0-®^X(«^i^^^fc^fe^S 0 ^pp^7, T 

h^t Fn77y N,N-^f;^A7^ K^W*b<, rh7t Kp 
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y y a n mm-fcrn* y ^^m^m^mr/u^ y &mmm&M 3 ^ t #s-e#, 

7l/T ^ ^<7) b y f«T/l-3VKr 5 1 , 4 - i^Tif tfV y n [ 2 . 2 . 2 ]y-y 

N-^^/i^r^y >\ b°y i?yfo7 5^ t°y^^ 

-y yyp \*as*^>vt ^ ^ y y A#^v>T^jgi-§o^w* lv\ * 

tVK y biVPcc— 7VK ^h^t Ko77^, v^^l^ 1 , 2 - 
y ^Tir hT^ K* 1 , 3 - v>y ?vv- 2 — f ^ yV V vV yf©7 5; K3JS» 

& Tir h ~ h y 7^(D^ h y /^jgjk y y y -/k ^y / -/k - 
7K 2-yyy— /^oT7^=»— 7^^^ N -^y^/^7^=3r^K t°y^^ 

2,6 -ivj-^m, *3&X*s MI-JS ex r b»ZiiX(4^M±© 

N,N - i?y ^Tir h T 5 K 1 , 3 - v»y 2 — f^Vyv 5 

^^y^- 7K 2 71x^^0^ b< N kX)frrt, 7h7tK077 

^ N,N-y7:^7tb7 5K 2-yyy— 7^«fc 1^0^ LV\ ^Jfcte, 
^*PT~»T-ei|'gJ£: < mmirZ> r £ ^-e# N - l o °C~^^#i(7) 

mm*xfcfci5^z^kiz£V)mifc~tz>~k&x%z> 0 myumkvx^ mmm 
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V^*^ A'y^^-^i, ^--S^K y^n/VPb, &fc&&3?$r£Bg 

io ii Ltd, m&\zm*&%it£te\^tfflmm^&ti&Mm*te<. m%-t£, 

1 , 2 - b ^rv-^ i/^(D^—^;V^mWk, N,N — f;V^A7 5 K 

«gfra - m&ittti^vm&mii&m v ^ r £ a* -e # § a? N jg^i- 

tt»JSt*C*)tLWrfl«ISs5S35:< N m*-t£, 7k, y*/-7K ^/-7K ^n/NV- 

Z?4 y-7°n fcVwc— ■ 7VK rFyt Kn77^ i^J-^y. 1,2-^ h3r 
i/x^yfox-f/^E N,N-i?^f^M7 5 h\ N,N— ^^vl" 
T*fe h T 5 h\ 1 , 3 - 3vl— 2 — r 5; V SV >m<DT 5 K3R*J£, T 
tf^MJ /^(D^ b y 'O-g^ h/^^ 

?rfflV^rim§^ lit citi^ts ©^^t tv\ tr> 
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tit£Mm&&<, T/u^summm, ^-^^mm. mmmzm 

mmmxRjfcts^z ^t\-x^o mm-r^ ^ t &x% z> 0 mr/^Mtm t ttt^ 
mmm^tbth&i>(Dxfotiamzmmte^i)K hh^*?*, Htft*!>«, 

^fe^f«PS^^< N W*.t£s ^nn^yi/A, i^nn^^, v^un^ 
T3; K 1 , 3 - f-jV- 2-4 ^ JfV Vi?S l^mcOT % Km«E> Tir f ~ 

2,5-^ m<Dfei£T, m^mm^xRit^^^t^^^) 
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mtjv^i v &mm, 7kmti- b^^, OMk* v & a, ^mtv f-t? j>&<r>i& 
mcT)v-% v &mm, ?m^-r h y ^^m^mihr^ y &mm, -r b v a 

y h^ris K t —7* b ^ri/JJ V ^(DT V b V ^-^~JV 

[4.3.0]/-7--5-^>\ l^^^n [5.4.0] 7-oc>- 

^cdh^t^^s, n,n— s^^vkt^jj >\ N.N-^^/vr^y 4- 
^f/v7 5 y t°y ^yf©7^ ^ N t o y^ ny^yf^^ 

5££j&S"T*#5„ t?)*^ ^S£7VK# y ^y^atVVx^vr^^ 

^^SSSK, f/vrc>\ ^v-i/^cD^W^to*^?^ 

a:— r/K y^"n fcVvcn— Tvi^ 7f7tKn77^ v 5 ^-^^^ 1,2 
b^-^^^^m^^—T/^^m, N,N-^f;V*/VA7^; K N,N 
- v>y ^/WT-fe h r ^ K 1 , 3 - v>y ^vv— 2 — f ^ y *?j yf©7 5: K 

t± b~bv >vm<D=- b y /V'Ssasj^ y ^ y — /k ^*y — /k t 0 ^^ 
y— /K 2-7y;^f©7;vn^g^ ^y^vi^/i^^K t°y^ 

^3fcig$fc. N,N-^f/^/^7^ K, N.N-^WthT^K, 1,3 

( 4 Mk£^ [ 5 ] m-fk^ [ 6 ] £ ti z> it&m tTft^t)[4 ] Sr» s xs 
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tt> fc&®> [ 2 ] \z.ft&m [ 3 - A] Xm £ $ * 5 X@ i: IKI^fcfT 

tT/V^7^yl, 1,4-^Tif n[ 2.2.2 ]^y^>\ 1,5 -^T if 

fcTv^ a [4 . 3 . 0 ] 7 5 1,8- v'Tif bT*> y n [ 5 . 4 . 0 ] >7 - 

7 —^^m<D^MCT 5 V£g, N.N-vM <5-)VT— V ^ N,N- ^xf;V7- JJ 

>\ 4 - >>y ^vvr 5 y tr y *?i/*£<dt % ^m, t° y = y 

x/k ^ y7n tvi^— 7vk 7h7tKn77y v^^r-y-^ 1 , 2 - 

y ^/vT-fe h t 5 h\ i , 3 - >>y ^vv- 2 --f 5; y*y y vV y^©T $ K5R?S 
$£ N 7th=Mj;i^(D=Mj;«i > yyy— /K ^yy— /k y°nyN°y — 

/K 2-^^y— ;^©7/^- ^fg$| N ^f-;^;^^yH\ tlv?y 

tB&ig&3i*$>ift>tiz>„ ^p-y 7^7tKn77y N.N-iyy^/v*/^ 

AT 5: H\ N,N- v>y ^/VTir hT5 K, 1 , 3 —I?* 2-4 ^ 

y>\ y^y— /k try^v#ds»*u<, £9fc>f}\ N,N-yy^7-i? h 
7^ k i,3-v ? y^p-2 — r^yyy ^y^s«t «9^lv\ 
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MMx°i&mfcmM-t% ^k&X%& 0 

ttit ^tvv# y &mm.(]?mi% v <7^ mm-r v v v&m), mm. 
imr^ti v ^mmcmmykm-r h y mm.7k.mti v ?j»m), ykmtr^ 

% V ■&mM(7km4k~}- h ]) V&imtek^foif 5 n b&X%, ^7t N &mtti/$j* 
h y ig0T/i^/vT ^ >-|g( h y ^/kt ^ by -f^-ivr 5 s?>f y/p 

\?)V^;VT ^ 3RT ^ 1,4- S?T1f tf v-^ n [ 2 . 2 . 2 ]^-^ ^ > N 

1 , 5 -i^Tif trS'* n [4 . 3 . 0]/ ^- 5 1,8 -v'Tif t*v^ n [5 . 4 . 

y >\ 4 f-/uT % y t° y ^^), t° y = y 

try ^m&m^^z tmj^^\ ft3s s *s^^v^t», ± 

/K f h7fcKd77^ ^=¥f-^ N 1,2-v^ h^>:x^^#) N T 5 K5R 

^ 2 — Y $ y >v ~ h y /u^mm(T± h~hV ;vm), T;V^ 
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t/v^7 y^jRigo*c*^ h y ->a^) n 7/V3^->r;i'* y b y 

n^;x, v^^f-i^ 1, 2-1?* \**cls^9l/m&ffr-$.\s<, k<9frtfN, 
3 6181k ^nn*;^, ^Pn^y, ^^ppx^yf ©/M3^r>^i, 
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^ x r>-v, ^E-A^y 

jtafe'Cfffi. Miife, w*. — aw4j»dtrfiL^(T 1 a), < ^iHTttufo. 
am&WiP t c A^^^^mmm^mmm^-mmmmp t c R)f©itr 

20 i(MODS), f*^tf^B#Ol&L^7T^, ML^FOjk^H, SJ^ttM^PtW, 

25 #^Sr^Ti-S 0 

0.1-3.0 L/k gt\ F X a P£#^( I C 50 )^ i 0 0 nM£X 
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-N-(5-^nrnt°y V- 2 -^^^7 7^-2 -#/W?3f ^ 

0 . 8 L/k g T5\ F X a I C 50 )^ i 0 0 nMOTt?fcSfci?), 

y ^jiSDS^'jff mvmmmm %mwm& $ & v ^tiftrnwrvb <s 0 
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0S9*&O.l~5Omg/kg, t 9t>\-fffi0.1~3 Omg/k ggSifS© 



X) fir h ufe £ *l5 t cd -c«& v \ 

ilil : h7^-5-^ h^f-^/Vaff^/V— 3 — [4 — (2— ^-dp-y— tfn 
y 1 — ^/P)^ n^^^/Kfc/V/fc/KT?: /]— N— (5 —{7 n nt°y^ 




1 3X11^5 h7^-4-(2-^y-t°ny^^-l-^/V) 
n^dr^^/U4?V^6 3 4 m g —A* 10ml \Z.f&&^ 

nnt°!) v^-2 — f /^^y/yy^- 2 - j&M>f > K6 9 1mg©t°!J 
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# ftS^S&NH- V y 7J 7A^nvb^77^ ^ ^ n ^ 

/^)(>:TilL, *l{^i7 8 5mg^#fc 0 APCI-MS M/Z:53 
9/5 4 1 [M+H] + Q 

mMM2: h^l/X- 3 - [4 -(N-Tir^/V-N-^^/^T^ 7)i>-^ n^df 
^^/l/^'^/VT 5: / ] — 5 Y *ri/i3A'i$~fl'* N— (5-^oot°!) 

— f/v)^y/7?y- 2-^7/V7^>it-5: K 




1 4-I?#fett5 h7^-4-(N-7tf^-N-^f/V7^y)y' 
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1 2 R#Wii#Lfc 0 SJES?ftSr«BET*IB^x ^Str^ nn*;^ 7 0ml fc^M 
U tK^Ts ##M 7 3 3 / - 5 f^7J/l^~/I^ ^/v 
-N-(5-^nnt°^^y-2 — f ;l/)^77^~ 2 K2. 

2 0 g SrJpfcfco § b{!ltry ^4. 9 5ml SWbOfc/tflK KM^lfii-SL 

-Ctetfjbfco fflJ1^7K^J:^Wc^7k-i?)i»»fts Mtby7^T*fei 

7 ^ ^ - (?gfcii$&Sft: n — v^rf- 1/1 fcgct, Bfsgfcn^viO MX 
SSL, StSffr^ 2 . 9 7 g £r#fc 0 APCI -MS M/Z : 5 4 1 / 5 4 3 
[M+H] + 0 

IfefeM 3 : 3 - [ 2 - ( 1 — f 77°n tVVt°^y v^- 4 T-fc^T 5 

/]-N— (5 — ? P p t°y vV- 2-^/>)^y*77^- 2-7J/^^rf-5 



WO 03/082847 



PCT/JP03/03807 



58 




##$| 12 9 XMhfhZ> ( 1 -4 V7n fcT/Vfc^y 4 — f /^Mft-ifiK 
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5 7c 0 r ©ft^ 7 4 3 -7^ 7 - N- ( 5 - ^ n n t°U 
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[4 — /) ct-^dr^/v^/^^/vr 3: 7 ]— N— (5 — ? n n fc° 

y v ? >--2-^yv)^^y^^^-2-^7/v^^rf-^ K3r#fc 0 gev^T, 

15 fc„ APCI-MS M/Z : 5 2 8/5 3 0 [M + H] + 0 

HJfeM 18 5-188 

8 OT#fctl/S b7^-5-7^/-3-[4-(^W§;)^ 
y p^^rv';^/P#^;V7 5 7]-N-(5-^n nt°y 2 — f/H^^y* 



WO 03/082847 



99 



PCT/JP03/03807 



R 2 


J 


,NH 
AY 




-R 2 


— A V 

AY 




185 


1 

CH 3 


N 
H 


N— CH 3 
CH 3 


APCI-MS 

M/Z: 542/544 [M+H] + 

mm. 


186 


CH 3 O 
CH 3 


IN 

H 


▼ N — CH 3 

CH 3 


APCI-MS 

M/Z : 541/543 [M+H] + 


187 


CH 3 
CH 3 


0 

H 


% 

Q 

N— CH 3 
CH 3 


APCI-MS 

M/Z : 569/571 [M+H] + \ 


188 


o 


H 


% 

Q 

*N— CH 3 

CH 3 


APCI-MS 

M/Z: 555/557 [M+H] + 



5 




WO 03/082847 PCT/JP03/03807 

100 

MWMl 8 0-e#fctT,§ b7y^-5-75 7-3-[4-(^f;V75y) 
n-^^/Kft ;vi$~;VT 5/]-N-(5-^nnt°!j 2 —A ;V) ^<i/ 

pi o 0mg^PP^y8mll^U * 
Tth^TtWn!) K3 6mg*5iTJ?fc°y v?>-3 6 M l^Di, ^ 

(Mm&M: : ^ n n ^;VJ\ \zM% , ? n n sfc/PA/pt ^ y — ;v= 5 O/DtTtl 
U h^^^- 5 -Tir b^->T-fe^vVT^ 7 - 3 -[4 - (vM5VKT5; 7 ) V 
^ n-^vvKft/l^— /l/T ^ / ] -N- ( 5 - ^ n n fc° y 2 /VO'O'y 

^^>--2-^/^>^^ Kl l 0mg£#fc o tto- SPSr^^y— /W^S«!¥ 
M> 4 ^^ft<bak*-gS*rc^-c^| b N ^JHte#*& 1 6 m g Sr#fc 0 A P c 
I -MS M/Z : 5 5 6/5 5 8 [M+H] + 0 
HJfeM 19 0-196 

zfc&m&mmm i8 9t mm^mxmmr^ ^.t^xv^v & 





JN 


IH 

Y 






-R 2 


-AY 




190 


O 

CH 3 H 


v 

CH 3 

/ 

CH 3 


APCI-MS 

M/Z : 498/500 [M+H] + 


191 


o 

CH 3 H 


Q 

ft— CH 3 
CH 3 


APCI-MS 

M/Z : 528/530 [M+H] + 



WO 03/082847 



101 



PCT/JP03/03807 



192 


0 

C \ H3 il ^ 

1 H 

CH 3 


% 

JN— CH 3 
CH 3 


APCI-MS 

M/Z: 527/529 [M+H] + 


193 


CH 3 
0=S—0 

HN 


/ 

CH 3 


APCI-MS 

M/Z : 534/536 [M+H] + 


194 


H 


% 

Q 

*N— CH 3 

CH 3 


APCI-MS 

M/Z: 647/649 [M+H] + 


195 


CH 3 y 

CH 3 


% 

Q 

N— CH 3 
CH 3 


APCI-MS 

M/Z: 548/550 [M+H] + 


196 


CH 3 

o 




APCI-MS 

M/Z: 556/558 [M+H] + 



HJfeM 197:b7^-3-[4- ( f/l/T ^ 7 ) ^ n ^iy/Kfr/l^fc 
/VT 5; / ] - 5 - t Kn'fVT-fefA'T ^;-N-(5-^nnt 0 !] v^- 2 — f 



5 




Hlfjl 8 9t?#bttS h^v'TWVT?/ - 3-[4 

^-2 — f^)^77^- 2— ^7/V^>f-5: K7 0 m g f7t Kn77 



WO 03/082847 PCT/JP03/03807 

102 

n-^ b^^^^-(^ai^:^nn^/^/^^y-/V=3 0/ 1 )^T5|#S£b7c 0 
#^tb5 h 7 >-7- 3 - [ 4 - ^ / ) Z/f n^^^/^=/P7 5 

xf/VT«L, MMik&$)4 6mg^#/c 0 AP C I -MS M/Z : 5 1 4 [M 
+ H] + 0 

HJfeM 19 8:F7^-5-^ ^/K7 ^ 7 - 3 - [ 4 - (v^^vKT 5/)^ 




Mi 8 o-e#fotL5 b7y^-5-7^y-3-[4-(^w^y) 

/7 7y-2-*;^t5 K5 0mg^Pn^73ml IdSiSU y]0% 
K 3 5 %*;^7^ft KtK^ 8 2m 1 *3 <fctf MJ Tir h ^S-TkSfrfb* 
tM)^70mg %W&M7L, M^lfitlL, 11.5 0#P^$ft#bfc o 

s^^^/v) texmm u h j ^ - 5 - =• / - 3 - c 4 - 

( U)7^n ^^>/^/l^~/K7' ^7]-N-(5-^nt2t o y^?^ 
- 2 -<y / 7 7 2 - *;V#>f ^ K 4 4 m g lr#fc 0 ^VvT, * B B p 



WO 03/082847 PCT/JP03/03807 

103 

mg£r#7h 0 APCI-MS M/Z : 5 2 8 / 5 3 0 [M+H] + 0 
MMiH 1 9 9-2 0 0 

? v^^c^jVjj ;Vi$=.;VT % / N— (5 — 9 n Pt°U t?^— 2 — f )V) s<l/i/ 









-R 2 


-AY 




199 


CH 3 J 

or 
1 

CH 3 




Q 

N— CH 3 
CH 3 


APCI-MS 

M/Z : 600/602 [M+H] + 


200 


HO. 

r 

OH 


1 


Q 

*N—CH 3 

CH 3 


APCI-MS 

M/Z: 544/546 [M+H] * 



^T^/]-5-(2-t Kn^^-l-t Kn^^/V-^ h^v-)-N-(5 



WO 03/082847 



104 



PCT/JP03/03807 




^ NH 



^ NH 



HO 





mmm 3 5 hnz h 9 v*— 3 - [ 4 - ^vi-x ^ 7 ) ^ >w 

^;I/4?^;l/7 ^ y ] - 5 - ( 2 - ? ^=-jV— [1,3] ^Hr^^S— 5 /l^=^) 
-N-(5-^nnt°!Jv 5 y-2 — f;W)^/7 7^-2-*;^t$; K2 0 
0 m g f7tKn77y5ml 2 5 m 1 ^rJPx. N ^i&T? 3 

ltf^AT«U ^3r«EET®*Lfc 0 #M»NH-v'y)!7 7 s 
/vyj 7A^n^f^7^ GgttJSSSK: — /lV@^^9VV= l / 2 0 7 

* J -;Vm^k^/V= 1 / 5 ) ^TftM U b7^-3-[4-(^ 5 
y ) u^^r^jujj ;V7$~/VT 5; y ] - 5 — (2 — t Kn dfiy— 1 - t Kn^rV 
y ^-;/) -N- ( 5 - y n n t° y v 5 ^- 2 -^/V)^^^^ 7 V- 2 - 

*M>f^ Kl6 2mgl:#fc 0 j^T, ^p B n ^y ^ y — ,\,\Z&m 

jia^^f/n-T;H:lSi, i*&U il«l4im g ^#fc 0 ap 

CI -MS M/Z : 5 3 1/5 3 3 [M+H] + 0 

»i|2 0 2:b7^-3-[4-(N-t h ^^X/^^/U- N - 7 7^ 
^7U)^ n^^iy/Kfr/V/jwiyr^ y] - 5-y h =>r->"#/V/}<~/l/-N- 

( 5 -y u n t° y >?v- 2 -^/v)^yy77 2 ^ k 



WO 03/082847 



105 



PCT/JP03/03807 




HO 



Y 
o 



f K^ O CHp» 



Q N— <\ /)-CI 





Q 




WJl 1 5"e#&tb6 h^>-^.-4-(N— t— y hdr^/P/K^/V— N- 
U t°y^7.9ml ^7JP^L7t 0 tK^Tn 1.04ml 3r?jf T 

(5-^nnt°y v ? ^-2-^f/l/)^<^y^^>'- K2. 7 6 g 

*s .ttM ? y t°y i 9 5 m g ^)w^.M^.t^ m&m*mmz. 

4.6 3gSr#fd 0 APCI-MS M/Z : 5 8 5 [M+H] + 0 

MMM 2 0 3:h7^-3-[4-(t h dr^;^^;V7 tz^ 
^r-Wl/^;V/K^;V7 ^;]-N-(5-^nnt°y 2 -^f 7V) >- 

-2-7J/V^>i7-^ K 



n^df-f-^^7y^^2. 5 4 g £rv^ nn;*^^50ml t°y 
4.2 2ml SrifP;^ 7k^Lfc 0 mt^—frO. 7 6ml ^ITt^ 




WO 03/082847 PCT/JP03/03807 

106 

mmmwL-t^o m^m i a ^#^5 3 -r % / -n- 

(5-^nnt°y^y-2 — { ?V)^<^/-7 ■/I'tfap-ih* K2. oo g 

fc 0 #ftB^£:MiU ^®fE^#3 2. 9 4 g 3r#7i 0 AP C I -MS M/Z : 5 
1 3/5 1 5 [M+H] + 0 
10 MMW 2 0 4-2 1 7 

Mj&m&ik&%>&mteW2 o 2 S £>5i^±^siSM2 o 3 tmm<D^mxmmr^ 



c 


AY 




-R 2 


-AY 




204 


-H 


CH 3 \ 0 __^ 


— CH 3 
'CH 3 


APCI-MS 

M/Z: 527/529 [M 

+H] + 


205 


A- 

1 

CH 3 


CH 3 \\ 


CH 3 

\^CH 3 
CH 3 


APCI-MS 

M/Z : 616/618 [M 

+NHJ" ; 


206 


CH 3 
1 


CH 3 \\ < 


CH 3 

^CH 3 
3H3 


APCI-MS 

M/Z: 601/603 [M 

+H] + 



WO 03/082847 



107 



PCT/JP03/03807 



207 



CH 3 



CH 3 




CH 3 



Is \\ 



CH 3 

CH 3 
CH 3 



APCI-MS 

M/Z: 614/616 [M 

+H] + 



















.NH 




APCI-MS 


208 


Q 

HN- 


CH 3 


M/Z : 512/514 [M 
+H] + 



NH 




-R 2 


-AY 




209 


/V 

CH 3 || 
O 


HN — _/ \^CH 3 
\\ CH 3 
O 


APCI-MS 
M/Z : 588/590 
[M+H] + 


210 


-H 


/CH 3 
CH 3 


APCI-MS 
M/Z: 527/529 
[M+H] + 



WO 03/082847 



108 



PCT/JP03/03807 



, 211 


-H 


6 ~„ 

N V> CH3 
\ X' — CHo 

cr 


APCI-MS 
M/Z: 499/501 
[M+H] + 


212 


-H 


O 


APCI-MS 
M/Z : 513/515 
[M+H] + 


213 


-H 


O CH, CH 

cr 


APCI-MS 
M/Z : 527/529 
[M+H] + 


214 


-H 


o 


APCI-MS 
M/Z : 511/513 
[M+H] + 


215 


-H 


^\ o^/ Ch3 

\\ CH 3 
O 


APCI-MS 
M/Z: 487/489 
[M+H] + 


216 


-H 


NH °\/ C H 3 

cr 


APCI-MS 
M/Z: 501/503 
[M+H] + 


217 


-H 


v 

o_/ CH3 

CH 3 


APCI-MS 
M/Z:513[M+H 

] + 



MMM2 1 8 : h^>^-5-^ h :3 f->'^/^/}?^/^-3-[4-(^^/^T^y) 
n ^71x^7 /^-/ixT^ y ]— N— (5 — ^ n n t°y 2 - 4 /U)^< >- 



WO 03/082847 



109 



PCT/JP03/03807 




0==/ 




O 



H /=N 
N- 



CI 



NH 





/ 



NH 



(HCI) 



%2 02T»#&|i5f7y7-3-[4-(N-t-^h^;^-;v_ 

-N-(5-^ 0l fyi?y-2-^)^ 7 ^_ 2 _^ m , K4 _ 
6 0g Sr^^^2 Oml U 4***^*-^^^^! 0m 

4.02g%#fc„ APCI-MS M/Z : 4 8 5 /4 8 7 [M+H] + 0 
-N-(5-^nt'y^- 2 -^^)^ 79y _ 2 _ ;(;/W , K . 2 




o 



H /=\ 
N-<\ >-CI 
N— ^ 

O 



NH 



NH„ 



(2HCI) 



^77^-2-*;^^^; Kl 0. 7 O gSr^^^i 5 Omlfftu 

4Mi£mkim-*J3-*y-i/mmi 5 om 1 rn.mz.xi 2mmm#¥vtc 0 

38Hfc£4&9. 8 0 g«r#fc 0 APCI-MS M/Z:4 1 2/4 14[M+H] + 0 
lW(|2 2 0 :3-[2-(bVy^y- 4 -^^ )7t ^ 75y] _ N _ (5 _ 



WO 03/082847 



110 



PCT/JP03/03807 




^JfeM 2 12 "C#e>tb5 3 - [ 2 - ( 1 - t -7* hdrV^/^^/Vt"^ y 
4 — f /V) Tir^/VT ^y]-N-(5-^nnt°y vV- 2 — f ;V)^^/y*y =y is 
- 2 5 K 2 . 3 4 g teWm^fsl' 3 0ml fil®|$© L, 2.6 gljfelfrft; 

**-S^|3i^/mSSft3 Oml SrJPjfc, tttTSHW^Lfc, K^Sr«EE 
Tilt, #fe^5M^nn^A, *s it^Bfek^ h !> J»7km&&m 

^rm, *fm*sr«stu mm^m 1.47 s &&it 0 apci -ms m/ 

Z:4 1 3/4 1 5 [M+H]+ 0 

^JfeM 2 2 1-2 3 3 
^JE^f^%«r^itM2 1 8, mMm2 l 9, &^fc£Hi&0!|2 2 0 t mWk<D 

xfex-timt z>zLt\z.&y)z7y -fa & 5 v ^ $ h ^mtym^m-r srtta 



NH 

AY 




-R z 


-AY 




221 


-H 


H 


APCI-MS 

M/Z: 427/429 [M+H] 

+ 



WO 03/082847 



111 



PCT/JP03/03807 



222 



O 
I 

CH 3 




NH 

CH 3 



APCI-MS 

M/Z : 499/501 [M+H] 



223 



I 

CH 3 




NH 

CH 3 



APCI-MS 

M/Z : 501/503 [M+H] 



224 





NH 

/ 

CH 3 



APCI-MS 

M/Z : 514/516 [M+H] 









225 


NH 2 


APCI-MS 

M/Z: 412/414 [M 

+H] + 




-R 2 



-AY 



226 



CH 3 
O 




NH, 



APCI-MS 

M/Z: 471/473 [M+ 
H] + 



WO 03/082847 



112 



PCT/JP03/03807 



227 


-H 


^NH 2 


APCI-MS 

M/Z: 427/429 [M+ 
H] + 


228 


-H 


6 

n 


APCI-MS 

M/Z: 399/401 [M+ 
H] + 


229 


-H 


H 


APCI-MS 

M/Z : 427/429 [M+ 
Hl + 

11J 


230 


-H 




APCI-MS 

M/Z: 411/413 [M+ 
H] + 


231 


-H 


\ 

NH 2 


APCI-MS 

M/Z : 387/389 [M+ 
H] + 


232 


-H 


— NH 2 


APCI-MS 

M/Z: 401/403 [M+ 
H] + 


233 


-H 


i? 

NH 2 


APCI-MS 

M/Z : 413/415 [M+ 
H] + 

2mm& 



MMW2 3 4 : h 7 - 3 - [ 4 - (N-*/V^ N - ^ f /I'T 5 / ) v'^ n 



WO 03/082847 



PCT/JP03/03807 



113 




4 5 7 8 3mg*5j;TJ?b ]) 5; >- 2 . 41ml ©^nn^ 

8 0ml ?»^7K^#T, *m 7 0 9 /x 1 £^Tbfc 0 $ ^17" V 

ny K 1 . 00ml©^PP 10ml SSSSrMT Lfcg^ ^ia^T 0 . 5 0# 

^V^/V/}?^/^- 3 — [4 - ^/kT 5 n^^^/Kfr/Vatf^/l/T 5/]- 

N-(5-^nnt°P V- 2 — f ;V) 'O'y? 7 7 Z/- 2 -tf/Wtffdf^ 5 K-Mfe 
Sl.5 0g?rM, ^^Mb3B#P^t#Lfc 0 ^ttfc3!Mcd3J:T*tef&&|fe 

1.4 5 g£r#fc 0 APC I -MS M/Z: 5 1 3/5 1 5[M+H] + Q 

MMM 2 3 5-238 
^MS-fb^^^M^I 2 3 4 £ ^b\Z£<Q s JilT©!^ 




WO 03/082847 



PCT/JP03/03807 



114 





O 






235 


1 

CH 3 




APCI-MS 


K 

CH 3 U 


M/Z:527[M+H] + 








APCI-MS 


236 


-H 


^^y H 

CH 3 O 


M/Z: 455/457 [M+ 
H] + 


ZrO I 


t 

1 

CH 3 


o 

CH 3 ° 


APCI-MS 

M/Z. 485/487 LM+ 
H] + 




CH 3 




APCI-MS 


238 




^H 3 ° 


M/Z: 529/531 [M+ 
H] + 



9K2 3 9 : b7^- 3 - [4 - (N-Xir^/l'-N-y ^VKT 5; /) i/^ n 
^^f-^/^/V^^/VT 5: / ] - 5 -y h ^-^//V/J^/k— N— ( 5 -y n xx fc° y v 5 
y-2 — f /i-O-O-yy^- 2 —%jVi^^^r% K 



H 3 C 




o 



CI 



NH 



u C - NH (HCI) 



H 3 C 



-O 




H 

N-\\ // 
N- 

O 



CI 



NH 



H,C' N "~t 



CK 



^<y / 7 7 y- 2 - ^?;^>f 5; K'iSHfeSl. 5 0 g^nn^^^8 
OmlMU 7k^T> 0 7 /z 1 fei^MJxf^T? ^ 1. 



WO 03/082847 



PCT/JP03/03807 



115 



1. 5 1 glr#fc„ APCI-MS M/Z : 5 2 7/5 2 9 [M + H] + 0 

^»!J 2 4 0 : 3 - [ ( 1 -Ti?^-/l-fc 0 ^ --f /V) #/l^wVT 5 7 ] 

-N-(5-^nnt°y v 5 ^- 2 — f^)^/7? V— 2 — tf/VaffdM*- 3; K 



»#!J 2 2 8 -e#£>*t5 3 - [ ( fcX y v 5 ^- 4 — i/V) jj/Vtf =;l/7 5 7 ] - N 
-(5-^Pnt°yi>y-2 — f/V)'<yy77y-2-5!j;l'^t^ Kl 4 0m 
g^nn^yiOmlCliU zk^TF, fi^7tf/>3 0M lfei^f 
y ^;VT 1 SrAn*., SaftfcT 6 0#HB Lfco ^ n n tfvv 

/V £ t) WfeMi U ^JS-fk^J 3 8 m g £#fc 0 AP C I -MS M/Z : 4 4 1 / 
4 4 3 [M+H] + 0 
HJfeM 2 4 1-2 4 5 

Mi&mw\&vi>-%:$gfiM2 3 9, s>sv^njfeM2 4 o t mm<DJfmX%mir 5 




o 



WO 03/082847 



116 



PCT/JP03/03807 





A 






H /=\ 

< N "i> cl 








AY 








-R 2 


-AY 




241 


-H 


^CH 3 


APCI-MS 

M/Z: 483/485 [M+ 
H] + 


242 


-H 


0H 'l 


APCI-MS 

M/Z : 496/498 [M+ 
H] + 


243 


-H 


CH 3 \ 

CH 3 ° n3 


APCI-MS 

M/Z: 497/499 [M+ 
H] + 


244 


-H 


CH 3 \ 

CH3 bH 3 


APCI-MS 

M/Z: 511/513 [M+ 
H] + 


245 


-H 


6 

CH 3 


APCI-MS 

M/Z : 477/479 [M+ 
H] + 



4 6 : f7^-3-[4-(N-7-fe^;V-N-7«f-;l/T^/)^^D 
^3i-Zs;V%i/V7$=.;]/T 5: / ] - 5 — ( 2 — ^ h ^f^x ^ df-^) _ N _ ( 5 _ ^ n n t ° 



WO 03/082847 



PCT/JP03/03807 



117 




CH. 



2 3"C#b^S h7^-5-(2-y h^>^h^»-3-i4- 
(^/KT5 S) is? ri^3r*s;V3i /Vi$=^;VT N — (5— ^nnt 1 !)^- 

f^*/^7 5 F5mi (c» u %m l - 1 Kp^^yy' 

b y 3 1 m g N MJ xf/VT ^8 0^ 1 *3«fC*i£BI 1 -^=f-jV- 3 - 

( 3 - t^/VT ^7°n tVl-) % K 4 4 m g SrJEJfc&n*. ^i&idT 1 

5 B#M|f # bfco SJfcfSfcBfclfc 8.2/il, 1 - t Kp Ss^Oy hVT V*—}V 
2 Omg, h !)3:W5y6 7 /x 1 *3 £tJ?*M 1 —au^jv— 3 -(3 —i?*?- 
>VT %J-7 a xi M°;v) %A<>i$*M % K 2 8 m g ^rSS*P^, $ tgfiCt 2 0Sf 

rajfc#L7h„ ^^^t^p^Tic^-7- h y # pp^tt 

Ttebfco #fetL5»SSrNH— S^y 7>7">*7A^pv h^9^^( — 
n -^dr^^/g^gferc^= 1/1 lOR£ N f^rc^yk) fc-OfllKU n 

fc„ APCI-MS M/Z : 5 4 3/5 4 5 [M+H] + 0 

2 4 7 : 3 - [ 1 - ((Ifp 3 — f ;V) 7J ;Vt£=./V) \f-<V 4 - 

-f /VTJ/V/JwVT^ /]— N— (5 — * n n t°y v?^- 2 — f /V-)-<^y^7^- 
2 -7J/V^=3rf-5: K- 2^±^ 



WO 03/082847 



118 



PCT/JP03/03807 




mmm 22s -c# e> tis 3 - [ c y w- 4 — r # ^#=^r =• / ] - n 

-(5-^nPt°^^-2 — T/l/)-<^y^^^-2-^/^>i7-^ KlOOm 
gtN,N-^f;WA7^ K3ml -^y|34mg, 1 - 

5 t Kn ^^^^y h y t y ■ — tv 3 7 m g *s ±tj^gfe 1 -az^w- 3 - ( 3 

1t 0 ^nn*;^^ 3 - [ 1 - y 3 — f/W) 

;V) fcV<y $?^-4 — r^^-/WT$/]-N-(5-^ootr5i?y-2- 
10 ^/V)^^y^7>--2-^77V#=3r^5; Kl 0 3mg^#fc 0 ^fi&Sfrfbkilf- 

^^^T&liSU *j®fb^#>l 1 5mg£r#fc 0 APCI-MS M/Z : 
5 0 4/5 0 6 [M+H] + 0 

HJfeM 2 4 8-2 5 7 
^M^b^%^T^ffi#tl2 4 6, fc5V^il^2 4 7 ^Pl^O^-e^S-TS 

15 ^ t^j; v) ^y — ^ fo&w%£biz.mkfrmmmirzzbiz.£vmm&b lt, 





















.NH 
AY 






-R 2 


-AY 





WO 03/082847 



PCT/JP03/03807 



119 



248 


-H 


% 

Q 

CH 3 \\ 
O 


APCI-MS 

M/Z : 469/471 [M+ 
H] + 


249 




4. if 

o 


APCI-MS 

M/Z: 556/558 [M+ 
H] + 


250 


-H 


% 

CH 3 V / CHs 
N 

CH 3 


APCI-MS 

M/Z : 512/514 [M+ 
H] + 


251 


-H 




APCI-MS 

M/Z : 554/556 [M+ 
H] + 


252 


-H 


CH 3 


APCI-MS 

M/Z : 455/457 [M+ 
H] + 


253 


-H 


HN— ^/ 
CH 3 


APCI-MS 

M/Z: 483/485 [M+ 
H] + 



WO 03/082847 PCT/JP03/03807 

120 



254 


-H 


HN^Z 

\^/CH3 


APCI-MS 

M/Z: 498/500 [M+ 
H] + 


255 


-H 




APCI-MS 

M/Z : 484/486 [M+ 
H] + 


256 


-H 


6 

IN- — 


APCI-MS 

M/Z : 504/506 [M+ 
H] + 


257 


-H 


6 


APCI-MS 

M/Z: 504/506 [M+ 
H] + 

2^:^ 



5 8 : h^^^>— 5 — 3 — [4 - (N— ft/ls^/U— N — 




3 4"C#b;h/2> h^^^- 3 -[4 — (N-^^-N-^W5 
n^^iy/I^/yl^r^T^ y]-5 h^^/V^^/V-N- (5 — ^ 
nnt°U v ? ^-2--T7k)-<^y^^^-2-^77^= 3 r^^ Kl. 90 g b7 
tKB77y-^^;-/Wl:l)5 0ml«U 4^7^^ 



WO 03/082847 



PCT/JP03/03807 



121 



SI -MS M/Z : 4 9 7/4 9 9 [M-H] _ 0 
MMffil 2 5 9 — 2 6 0 





AY j 




-R 2 


-AY 




259 


O 


% 

CH 3 \\) 


ESI-MS 

M/Z: 511/513 [M- 
H]~ 


260 


H V 

0 


Q 

\ CH 3 


ESI-MS 

M/Z : 511/513 [M- 
H]" 



mtfaM2 6 1 : h 7 ^ - 5 - ^ f/W7 5 / 3 - [4 - (N-* 



HO 




H 3 C H 

i[2 5 8T?»e>*L5 h^^-5-7J/^>^-3-[4-(N-^^/P 



WO 03/082847 PCT/JP03/03807 

122 

5 S)i/9 P^^r^;^;vr^ y]-N-(5-^nnt°y 
v^-2 — r^)^/77y-2-*/V^f^ Kl 9 6mg£N, N-v 5 ^ 
/V/^AX ^ K-t°y^y(l:l)8ml \zmWi U 7K?^T, Slv?^ ^-jVT 5 
^4 9mg, 1— fc Kn^v^O-y'h 0 8 m g £5 £1^^ 1 -rc^ 

;V- 3 - ( 3 - v 5 ^ "f'JV'T % J 7"n tV^) #/V/£v^f 5: K 1 5 3 m g £WB2fc&B;U 

fc„ APCI-MS M/Z : 5 2 6/5 2 8 [M + H] + 0 
mfe^il 2 6 2-2 7 5 

^-^Wk^^^M 2 6 1 1 mm<Djffe-e%kM-t & ^.b\z.m7y — #\ & 



.-OK 0 " 1 

NH 

AY 




-R 2 


-AY 




262 


O 


CH 3 \\ 


APCI-MS 

M/Z : 568/570 [M+ 
H] + 


263 


o 


% 

CH 3 \\ 


APCI-MS 

M/Z: 552/554 [M+ 
H] + 



WO 03/082847 



123 



PCT/JP03/03807 



264 


CH 3 

Y 

CH 3 O 


CH 3 \\j 


APCI-MS 

M/Z: 570/572 [M+ 
H] + 


265 


CH 3 

o 




APCI-MS 

M/Z: 556/558 [M+ 
H] + 


266 


0 


CH 3 ' ^ 


APCI-MS 

M/Z: 596/598 [M+ 
H] + 


267 


CH 3 


CH 3 \\, 


APCI-MS 

M/Z : 540/542 [M+ 
H] + 


268 






APCI-MS 

M/Z : 582/584 [M+ 
H] + 


269 


O 




APCI-MS 

M/Z: 610/612 [M+ 
H] + 


270 


CH 3 

ch 3 n 

O 


Q 

CH 3 \\ 


APCI-MS 

M/Z: 540/542 [M+ 

H] + 


271 


o 


Q 


APCI-MS 

M/Z : 582/584 [M+ 

H] + 



WO 03/082847 PCT/JP03/03807 

124 



272 


o 


% 

Q 

V /CH 3 
CH 3 \\ 


APCI-MS 

M/Z: 566/568 [M+ 
H] + 


273 


1 

CH 3 


CH 3 

1 

O 


Q 

V / CH 3 

CH 3 \\j 


APCI-MS 

M/Z : 584/586 [M+ 
H] + 


274 




CH 3 
1 

O 


Q 

V /CH 3 
CH 3 \\ 


APCI-MS 

M/Z : 570/572 [M+ 
H] + 


275 


HO^ 


O 


Q 

^ PH 3 

CH 3 \\ 


APCI-MS 

M/Z: 610/612 [M+ 
H] + 



MMM 2 7 6-277 



NH 

AY 




-R 2 


-AY 




276 




CH 3 \\ 


APCI-MS 

M/Z: 499/501 [M+ 
H] + 



WO 03/082847 



125 



PCT/JP03/03807 



277 



HO. 




APCI-MS 

M/Z : 499/501 [M+ 
H] + 



7 8 : h^^^-3-[4-(N-(2-t Kn =f~M - N =^ 

AST %;)\/?xi ^3ri//V-%/Vv$z=.;VT 5: S ] — N— ( 5 - & n n tf U v 5 ^- 2 - 



2 2 1 t?# fetLS f7^-3-[4-^ ?VVT 5/)^ n^df 
•ft >Vi$=.;VT 5 7 ] -N- ( 5 n n tf U vV- 2 — f /V)^77 V- 2 - 
^/V/J^-y-^ Kl 2 5mg^;^5ml t£fiS»U 2-3-Kx^;-/i/ 
10 5^1, ^-7" M)7A57mg griP^ 5 0°C(CT 1 5 H0^#L7c o 2 

- 3 - / -/^ 53M Sril^D $ 8 0 °CKX 6 B#ftOii# Lfco WM, 
2 — 3— / —/V 53^1 Srii^JP U ^bt80 °C^T 2 4 Rt^iiW 2 b7c 0 

77^» G&£t}&&: n — ^^^>-/@^^^/V= 1/2 fclftft , g^a^/i,) (IT 
*f$£U b^^- 3-[4 — (N— (2-fc Kndrv-x^)-N-^^7 5 
/ ) ^ P^^i/;^/^^;l/7 5/]-N-(5-7nnt°ij v 5 ^- 2 — < /V) ^< 
y / 7 7 y- 2 - 7J^*>t ^ K 5 3 m g flfcV^ *n B n £r ^ n n /j^W* 

- 7 ^ / -/V ( 5 / 1 ) 6 m 1 fcffi0S? U 4 8afetttfb>K3fe -SW^A- 1 m 1 «r*P 




WO 03/082847 



PCT/JP03/03807 



126 



»^ft5 5mg^#t 0 APCI-MS M/Z : 4 7 1 /4 7 3 [M+ 

H] + 0 

HJfeM 2 7 9 : 3 - [[ 1 - ((try v 5 ^- 4 f /V) * =f-;V) y 4 — f 



-(5-^PPt°!) v^^-2— f/l^^O-y^^V- 2 KlOOm 
g N — ^/VTir h75K3ml fcSHHU 4 - n n ^ ^-/v) tf ]) v? 
^•S^4 5mg, ^I^hy «7^8 Omg^it/a^htMJ 7^4 lmg 

5ftMb N S»ffr^l 0 9mg^#fc„ APCI-MS M/Z:4 9 0/4 9 2 
[M+H] + 0 

2 8 0-2 8 9 

Mffi^*l:IS«2 7 8, fe3V^m6fe#!j2 7 9 t IH^cD^^ai-^ 




WO 03/082847 



127 



PCT/JP03/03807 



H / — -\ " 

AY 




-R 2 


-AY 




280 


-H 




APCI-MS 

M/Z: 455/457 [M+ 
H] + 

2±g^ig 


281 


-H 


Q 

\ CH 3 
CH 3 


APCI-MS 

M/Z: 469/471 [M+ 
H] + 









282 


NH 

Q 


APCI-MS 

M/Z: 468/470 [M 

+H] + 


283 


NH 


APCI-MS 

M/Z: 441/443 [M 

+H] + 

2i£g£ig 



WO 03/082847 



128 



PCT/JP03/03807 



















APCI-MS 






M/Z: 440/442 [M 


284 




+H] + 




Q 


mmm. 




HN — 






CH 3 






285 



286 



287 



288 



289 



-H 



-H 



-H 



-H 



-H 










APCI-MS 
M/Z : 518/520 [M+ 
H] + 



APCI-MS 

M/Z: 518/520 [M+ 
H] + 



APCI-MS 

M/Z: 517/519 [M+ 
H] + 



APCI-MS 

M/Z : 490/492 [M+ 
H] + 



APCI-MS 

M/Z: 490/492 [M+ 
H] + 



WO 03/082847 



PCT/JP03/03807 



129 

MMM 2 9 0:f7 l/X — 3 — [ 4 — ( 2 — t Kn ^^^7 ^ / ) 
^*^#=^7 ;/]-N-(4-^nn7i s<ls*S ~7 *7 Is— 2 — yfr/V-/}? 



^7^/]-N-(4-^nn7x^)^yy , 77> / -2-^;^>f 5 K-Mfe 
Ml 5 0mglr7tf^hy/V-^^/^(5/l)6mllMU MJxf 

^^9 3k l&anx., muKxm^mmwvtc 0 Bcmm&ymu 2-3- 

y — A> 29 » 1 Srtofcf^ 5 0 °CIZX 3 B#r«#bfc 0 2 - 3 — 

y -/v 5 8 n 1 sriE&n u $ h \c 5 0 °c^r 3 wmm \^t- Q m 2 - 3 — k 

x ^^^5 8 1 fciUnU $ bfc5 0°C^-C 1 5W#Lfc 0 
U h^^^-3-[4-(2-t Kb ^^xf/WT 5 / ) 

-^7 ^/]-N-(4-^P P7x^)-<>'y77>'- 2 — ^ K 1 

6ml fcigflPU 4S3©S<b?K*-ftift3i^Hm 1 «riP*.;/fc« % ^SrftftBET 
mgSr#fc 0 APCI-MS M/Z : 4 5 6 /4 5 8 [M+H] + Q 

mmm 291-296 

*f^3fsf{t:^^«^j 2 9 0 £ fBjflto^-eftWfS ri:tj;!973) — 




H 



WO 03/082847 



130 



PCT/JP03/03807 







mmmm 


291 


^i^-O x HN— d /)— CI 
HO 


APCI-MS 

M/Z: 500/502 [M+ 
H] + 




-R 2 



-AY 



292 



-H 




CH 3 



xCH 3 



CH 3 



APCI-MS 

M/Z : 469/471 [M+ 
H] + 



293 



-H 




CH 3 



CH 3 



APCI-MS 

M/Z: 541/543 [M+ 
H] + 



294 



-H 




CH 3 



APCI-MS 

M/Z : 499/501 [M+ 
H] + 



295 



-H 




V 



CH 3 



APCI-MS 

M/Z: 466/468 [M+ 
H] + 



WO 03/082847 



PCT/JP03/03807 



131 



296 



-H 




APCI-MS 

M/Z: 484/486 [M+ 
H] + 



MMM 2 9 7 : b =7 3 - [4 - (^/V/ft V is— 4 -4 M n^^^ 

;V7$^;VT 5/]-N-(5-^Dnt s !) 2 — i ;V) ^7 ~7 7 ^~ 2-77 

/i^/K^It-^ K* 2^^ 




2 19 b 9 -3-[4-7^;^ n^^/Kft/l^n 

/V7 5 /] — N— (5 - ^n n try 2 — f;W)^yy77^-2-*/I/^ 

17-5; K- 2Mfe&2 0 Omg^N, N-^^/KT-l? H7$KlOml tlSl, 
tT-X (2 — ^ n n^^/V)^— 7VW 3/i K 3 ^b"?" h V 7^1 8 5mg, 
tfi&SW-MJ 7^1 3 lmg^Dt 5 0°C^T5H#P^ iV^8 0°C(^T3^ 
L-fc 0 If* ( 2 - * n n 31^) rc-^r/V 7 3 At 1 fcilftl U $tt8 0°C 

->M/u^=./ur^ y]-N-(5-^nptt°y ^y-2-^^)^/77y- 

2-7771^^17-5 K7 0mg£r#7c o J^T, * n a p^7PP*/^-^^7-^ 

( 5 / 1 ) 6 m 1 \z.mm u 4 ajfeftflafcSf-Braft^^ 1 m 1 ^M^tz.^ mm 

^fe6 5mg^#fc, APCI-MS M/Z : 4 8 3 /4 8 5 [M + H] + D 



WO 03/082847 PCT/JP03/03807 

132 

MMM 2 9 8-301 



.NH 
AY 




-R 2 


-AY 




298 


-H 


% 


APCI-MS 
M/Z:467[M+H] + 


299 


-H 


% 


APCI-MS 

M/Z: 453/455 [M+ 
H] + 









300 


0 


APCI-MS 

M/Z: 482/484 [M+ 
H] + 


301 




APCI-MS 

M/Z : 466/468 [M+ 
H] + 



WO 03/082847 PCT/JP03/03807 

133 

7 ) i/jr n^f- is/viJAsiR^/VT ^/]-N-(5-^nnt°y 2 — < /V) 

y/7 5^-2-*;^t5 K-2iftlfe!fi 




N-^f/^T^ 7) n^dri//^/W7}?=i/^r ^ 7 ]— N- (5 — ^ p a 
tf y — f^)^/75y-2-*^t5 K8 2 Omg^Wl 
56i R«0^ifeT«!i3S-r5 ^tK£<9, mMtt&m 7 7 8 m g £#7c 0 E S I 
-MS M/Z : 5 0 7/5 0 9 [M+N a ] + c 
MMW 3 0 3-3 0 5 

0 21?#^ b7^7- 3-[4-(N-^/V/Kdrv-^^-N-^5 : - 
y ) v-^ t3^df-->'/V^7/P73f^/VT^ 7]-N-(5-^p nt°]J v^— 2 — 
^/V)^/77>'- 2-#/W^>1?-5: K- 2M^tli8 7 £ ^©Tj&T* 



NH 

AY 




-R 2 


-AY 




303 


-H 


% 

Q o 

CH 3 


APCI-MS 

M/Z: 484/486 [M+ 
H] + 



WO 03/082847 



134 



PCT/JP03/03807 



304 



-H 




APCI-MS 

M/Z: 498/500 [M+ 
H] + 



305 



-H 



APCI-MS 

M/Z : 512/514 [M+ 
H] + 



2mm 



3 0 6:f7^-3-[4- ( v 5 ^ f-tVT =• / ) ft? u ^S/viofr/vatf^ 



^*M2 1 9T#btL5 h 7 - 3 - ( 4 - 7 ? / v/^ P ;V/Jf = 

^7^/)-N-(5-7nnt°y v?^- 2 — f;l/)^/77>'- 2 

K- 2|gaH&9. 3 0 g^nn^;?74 3 Om 1 fcSKiBU 7 K^T\ h P 

K7M« 7 . 5 9 m 1 *3 £7J? h y T-fe h*^7km<{k* t7$k± Y V V A 1 2 . 1 

o g &IEiSfc&D*. x ©bS^tfilcIL, l 2^W«#b7t 0 tK^T, UJ&mzM 

7jc*5j;Tj?|gfn^ig^K^TJll^^, » h y 7A«L, ««cJET® 

n-^fWftti^=3/lfcIt, Stm^^/V)(eiT»^L, h7^7- 
3 — [4 — (vM f-;l/7 5: 7 ) n^df- vvV#/^~/^T ^y]_ N _( 5 _^ n 

V^T N * n °p^^i=rc2 7^/^-y ^y— /U(5/l) 6 Om ICglf, 7k^T\ 4 




WO 03/082847 



PCT/JP03/03807 



135 



SS^^x^x^-r;vt», mnu mm\Y&mi. 8 3 g£r#fc 0 AP 
CI -MS M/Z : 4 4 1/4 4 3 [M+H] + 0 

IfefeM 3 0 7:b7^-3-[4- [N- [ 3 - ( t -zf Y As7$—/V7 % 

;)zfn tVV] - N - * ^;VT ^7]^ n^^*;i/j|?^7 5 / ] - N - ( 5 



2 lX^ibfrlZ h^.X — 3— [4-(^f/k7^)^o^^ 
^;^'-;l/7^ y ]— N— (5 — ^ n nt'i) i?^— 2 -^yp)^^79y- 2 — 
7J/V/^>i7- 5K2 5 0mg^nn^^8ml KMM U 7 K7£T, 3 - t - 
~? V /Vtf—fl'T 5: / ^b^;V 1 9 8 m g N hV xf;V7 ^160^ 

-=3r^>-/^^/V=3/l{^# % 1/DttSlb i»fe3 12m 

g£r#7c 0 APCI-MS M/Z : 5 8 4/5 8 6 [M+H] + 0 
HJfeflJ 3 0 8-3 2 6 

^/fcJl^fr^&^&gM 3 0 6, fesv^isafe^ 307^ 




WO 03/082847 



136 



PCT/JP03/03807 









308 


( 


NH 

/ N -CH 3 
CH 3 


APCI-MS 

M/Z: 440/442 [M+ 
H] + 






R 2 ~- 


H /=\ 

NH 

AY 






-R 2 


-AY 




309 


-H 


\ 

CH 3 


APCI-MS 

M/Z: 455/457 [M+ 
H] + 

2mm. 


310 


-H 


CH 3 


APCI-MS 

M/Z : 455/457 [M+ 
H] + 


311 


CH 3 

V 

O 


Q 

i /CH 3 
CH 3 


APCI-MS 

M/Z: 513/515 [M+ 
H] + 


312 


-H 


% 
\ 

CH 3 


APCI-MS 

M/Z: 469/471 [M+ 
H] + 

2^^ 



WO 03/082847 



137 



PCT/JP03/03807 



313 


-H 


% 

Q 

\ / 


APCI-MS 

M/Z: 481/483 [M+ 
H] + 

1 IJJLL | — i>*»» -J 1 1 L 


314 


-H 




APCI-MS 

M/Z : 495/497 [M+ 
H] + 


315 


-H 


Q 


APCI-MS 

M/Z: 527/529 [M+ 
H] + 






% 




316 


-H 


CH3 \ CH 3 r u 

— NH \> CH3 
Cr 


APCI-MS 

M/Z: 570/572 [M+ 
H] + 


317 


-H 


<$. 
•5 

/ \ CH 3 CH 3 

N- — / 0 
CH 3 


APCI-MS 

M/Z : 598/600 [M+ 
H] + 


318 


-H 


(~\ CH 3 

— / If 

CH 3 CH 3 


APCI-MS 

M/Z : 584/586 [M+ 
H] + 


319 


-H 


/ N ^CH 3 
CH 3 


APCI-MS 

M/Z : 441/443 [M+ 
H] + 


320 


-H 


C \ H3 / 
CH 3 


APCI-MS 

M/Z : 415/417 [M+ 
H] + 



WO 03/082847 



138 



PCT/JP03/03807 



321 



322 



-H 



-H 



CH 3 



CH 3 




APCI-MS 

M/Z : 429/43 1 [M+ 
H] + 



APCI-MS 

M/Z : 453/455 [M+ 
H] + 



323 



-H 




ch 3 



APCI-MS 

M/Z: 413/415 [M+ 
H] + 



324 



-H 





N 

CH 3 



APCI-MS 

M/Z: 524/526 [M+ 
H] + 



325 



-H 





CH 3 



APCI-MS 

M/Z: 496/498 [M+ 
H] + 



326 



-H 





CH 3 



CH 3 



APCI-MS 

M/Z : 582/584 [M+ 
H] + 



2 7 : h7^~ 3 -[4-[N— [3 -(S^^vKT ^ 7)7°n t>]- 
N- ^ f/V7 5 7 ] is? n ^^A-^ /V/^/VT ^ / ] - N- ( 5 - ^ n a fc° V *J> 



WO 03/082847 



139 



PCT/JP03/03807 



H /= 
^v-O N-<\ 

~ NH 




H /=\ 

CKH N 




(1) 7** \*ifyTns?\i K 



^/VTir^— /V5. 0 0 



PP^V70ml U 3 5 %*/^T^7 t KtR^ 13.5 

m 1 *s Jzrj? h y r-fe h ^TkSHt* b!J!7^l8.0g zmfcto*-. BCfo 

5feU LT3- W 5 y ) t^^T/V^t K ^^Tir^ 

—71/ 5 . 3 1 g £#7c c 

( 2 ) |S|»!] 3 2 7 (1) Tltb^ 3 - (v^ 5V^T 5 J ) If^T/Vx t K 
^xf/i/j-fe^- 7V2 8 4m g^ fyt KP77y3ml ^H$?U 3 

mi^i ^j-t 1 5 H#^#b7c 0 Rmm^mmrmmmu #e>^s 

M£ v 5 ^ 7 nn^y7ml W§$?b7t 0 gfeWl] 2 2 1 "C# b7^-3 
- [ 4 - O 5; 7 ) xi^-^-y ;vts 7Vif^;VT ^/]-N-(5-^nnt: 0 

y v ? ^-2-^7^)-<^y , 7^^-2-^77^^-^^ Kl 5 Omg&3£7j^ y ^ 
*f->\sT% >-2 2 6 M 1 SriD^., ifcfrWSf^bfco g^T, b y Ti? h^v^Hf^ 

* byu7^i37m g ffi&m%m.mz.m^ 1 5 H#wgi#bfc 0 

*fr$SU h^>-;*- 3 -[4-[N— [3-(v^ 7-)7°d tVH-N-y 5^ 

7VT ^ J ] 2^ n ^dr^7V7J/^7K^7VT ^y]-N-(5-7not°!J 2 - 



WO 03/082847 PCT/JP03/03807 

140 

in fr/UJ± - pt # y ( 5 / 1 ) 6 m 1 \zmn U 4 &5^fl^#-g»r.?vi, 1 

«UtU Sift-a*10 6mg^#t o APCI-MS M/Z:5 12/ 
5 5 14[M+H] + C 

HJffiM 3 2 8-3 3 2 





R 2 - 


H /=\ 

.NH 
AY 




mams* 


-R 2 


-AY 




328 


-H 


% 

/ \ 

CH 3 A /CH 3 
N 


APCI-MS 

M/Z: 498/500 [M+ 
H] + 

3*M±& 


329 


-H 


Q 

HN — 

/ N ^CH 3 
CH 3 


APCI-MS 

M/Z: 498/500 [M+ 
H] + 


330 


-H 


V CH 3 
/ N -CH 3 
CH 3 


APCI-MS 

M/Z: 583/585 [M+ 
H] + 

^T-^TTTT. fZKx ■*1TTT 



WO 03/082847 



PCT/JP03/03807 



141 



331 


-H 


\ 

Q 

HN — ^ 

V / CHs 

N 
CH 3 


APCI-MS 

M/Z: 484/486 [M+ 
H] + 


332 


-H 


o 

< CH 3 
CH 3 CH 3 


APCI-MS 

M/Z : 555/557 [M+ 
H] + 

mmm. 



3 3 : b^^^-3-[4-(t°^IJ 1 -^/V) n^^vvl^TJ 




N-O-CI 
N— ^ 



NH 



Q 

NH 2 



(2HCI) 



(2HCI) 



/VT ^/)-N-(5-^nnt°!] 2 — f />)^y/77 2 

K- 2^g»l 2 5mg^nn^^yi Oml m«H»U tR^T> h y 
^/l-T^l 0 2/i 1 Sr*P^ s ^WS£#bfCo itt^T, m2 5%^7l^/KT 
/l^fc KtK^SI 5 0mg*3j:TJ«h U Xi? h ^TkPjfte* !75ff"7- MJ^Al 55 

^=3/ititi/i)ttiiu h7^-3-[4-(^y 



WO 03/082847 



PCT/JP03/03807 



142 



^yj/77y-2-*/^t$ Kl 0 6mg^#fco ttV^ ttlr^nn* 

a - y * y —jv ( 5 / 1 ) 6 m i tJc^t, 4 mm\\Lim-mk^ 

!§MK SPfcU *S{b-a-#) 1 0 7 m g £r#7c 0 AP C I -MS M/Z : 4 8 1 
/4 8 3 [M+H] + D 

iIM3 3 4 : h^* — 3-[4-(N — T*fe^/l^— N — f y^n t";l/7^) 
n^^iy/V^7/V/}?— /i^T 57]-N-(5-^nnt°l) v 5 ^— 2 — f/^)^^ 
/7yy- 2 — tf/VtfSM^ K 



^ifeM 3 10 1?# btbS b 7 -3-[4-W y/P fcVVT 
vvV;*; /l^xvl'T ^/]-N-(5-^nnt°!) v^— 2 — -f ;V) ^<>^/y is 
— 2-77/1^^1^-5 Kl 0 Omg*3j;7j?b yx^7> y6 1 n 1 Sr^nn^ 
A 5 m 1 f£?§fl?U mtT^/V2 4 /z 1 Sr^x. N m&KX 1 B#NH*#L;fco H 

$£: n ^fy/iSif/v= i / 1 mffiftffjsBfcn^vV) }c-C»Mbfc 0 #e>*L5 

»n-^ ^I^OS^LTciL *IfcU *^6 0mg^#fc o APC 
I -MS M/Z : 4 9 7/4 9 9 [M+H] + 0 

3 5 : Yyl/y.— 3 - [4 -(2 —Hr^-y— t°n y v?^- 1 — f /V) >^i7 
i=f^drv^7^777V^^/^T5 y ]— N— (5 — 9 n n fc°y >>;x- 2 —4 A^^O^y 
y^-2~jj/ls7$3r-y-* K 




ch 3 



WO 03/082847 



143 



PCT/JP03/03807 



H /= 



Q 



NHj < 2HCI > 



HifeM 2 19 T?#6>tt2> h 9 - 3 - ( 4 — T 5: 7 is? u^^/V^j /ftf— 
JVT % S ) -N- ( 5 -y n n fc°y 2 — f/l/)^'/79^- 2 

K-24ttBfeittl 5 0mg^on^y5ml fclH$»U 3fC*frT\ by^ 
^7^1 2 9/z 1 ^iP^ N Wc^-mmWUfCo f^T, 1 5%;*yi/~yy 
■fe 5 TASfM \?7km& 2 9 0^1 *3J;UJ h y T-fc h^S^SMtofc h JJ !7A 
1 3 lmgSrHUfc&D^ IH^*PTs 0. 5B#Mli#Lfc 0 iv^, 
iX-O-y h y T -J—;V 6 3 m g % &gfe 1 -a:?vi— 3 - ( 3 -*?*<J-/VT ^ J '7° 

Kl 1 8mg, *3j:trN,N-^^sf?/l-Ar$ K3ml 

a^hy^Ax^^u ii^iffTf*Lfc 0 #fetb^a}S^NH-v-y^ 

<7vl^ 7A^n-7f^77^ (MtimWZ' n — W@^^^= 1/1 fcjR 

H-ffr^Nfe 2 9 m g £r#fc 0 APCI-MS M/Z : 4 8 1/4 8 3 [M+H] + 0 
^JSM 3 3 6:f7^-3-[4-(t-7> ^v^/I^—^T 5 y ) is? 

^vv^/i^—z^t 5; y ] — 5 — ^j/^^-i/— n- ( 5 — y n & t° y v 5 ^— 2 — < 




CH 3 ^/ CH 3 



1^ CH C 3 H 3 



CH 



CK 



'3 



m 2 0 9 h7^-3-[4-(t -y h 3ri/#/U7$~/UT 5 

/)i/y P^^y/l/i7;^^;l/7^ /]- 5-y f=¥-y^;/l/^-7V-N— (5 — y 



WO 03/082847 



PCT/JP03/03807 



144 



nn t?tli?ls— 2—4 7 is— 2 — # 5 K5 4 Omg^il 

09 7 7 ^©^sreaas-t- s r t k x «9 , $am&m 4 7 5 m g ^#^t 0 e s 

I -MS M/Z : 5 5 5/5 5 7 [M-H]- 0 

3 7: h^^-*— 3— [4-(N — t —-f h^^^/tf^/V— N — 
^7$ y)^^n^df-^/V^7/P#^/VT^ 7]— 5— ^/I'Tj^v'-N— (5 — 



^fc#ij2 0 2*C#btb« h7^-3-[4-(N- t -Zf Y^yio 7^=-7V- 
-N-(5-^PPt'!J 2 — ^isv*?? -y- 2 * K3. 

5 2 g %mm®\ 7.7 1 mm<D^$k~e%m-t z> - 1 tc «t 9 , *jh^^ 3 . 1 9 g 

£r#fc 0 E S I -MS M/Z : 5 6 9/5 7 1 [M— H]~ 0 
^Ufe#!J 3 3 8-3 4 0 





NH 



AY 



-AY 



338 




ESI-MS 

M/Z : 582/584 [M- 
H]" 



WO 03/082847 PCT/JP03/03807 

145 



339 


CH 3 
O 


^ \ CH3 

/ N o 

CH 3 


APCI-MS 

M/Z: 601/603 [M+ 
NHJ + 


340 


CH 3 

CHaTT 
O 


"V~X / CH3 

/ x o 

CH 3 


APCI-MS " 

M/Z : 615/617 [M+ 

NH 4 ] + 



3 4 1-344 



.NH 
AY 




-R 2 


-AY 




341 


HO 

O 


X 

Q 

NH 

/ 

CH 3 


ESI-MS 

M/Z: 471/473 [M+ 
H] + 

2ffl£it 


342 


0 


Q 

NH 

/ 

CH 3 


APCI-MS 

M/Z: 484/486 [M+ 
H] + 

2m.wm 


343 


CH 3 
O 


NH 

CH 3 


APCI-MS 

M/Z: 498/500 [M+ 
H] + 



WO 03/082847 



PCT/JP03/03807 



146 





CH 3 




APCI-MS 




o 




M/Z: 484/486 [M+ 


344 


Q 

NH 2 


H] + 



!3 4 5 : h9^X-5— -J^^/UT $ S$l?V^^?V— 3 — [4 — 

H 




N- 



H„C 




O 



Q 

NH, 



(HCI) 



Q 



(HCI) 



N-f CH 3 
H CH, 



4 4f#fjtL5 — (4— T^y^y 

/) — 5 -vM f/V7 5 y ^7/^7}?^/V— N— (5 — y n n 2 — -f 

1 fc» U 2fcifrT\ h V ^/VT 1, T-fe h ^ 1 1 3 u 1 , & J; 

h y r-t h dr^7K*^^ y*H- hy^i30mg SrWg^fobn^L, Kfom&mu 

^=3 0/1) fcT*tM bfc 0 #btl5SS^x^ y —/W£*g#? U 4lt®tt 

mW&, MW. L, mMik&m 9 4 m g APCI -MS M/Z : 5 2 6 / 

5 2 8 [M+H] + D 

MMM 34 6:b7^-5 ^- 3 _ [ 4 _ y t » ; P7 ^ y ) 

y lzr ^dr^/i/^/^-yl^T ^y]-N-(5-ynot°iJ 2 — f /V) 



WO 03/082847 



147 



PCT/JP03/03807 



10 



15 



H 3 C" 




iK> cl 



NH 



Q 




N— ^ 



n 



Q 



CH, 



CH, 



CH, 



^W^T^J-S-^ h^^/V3^=/l^- N-(5-^nn if y i?>- 
- 2 - -f/^^y/yyy- 2 -^;^>t ^ K6 9 Omg^f h^t Kn77 
^ y i : i ) i o m l fcl§« U 7K^T^ 4 &jfefclWfctf- hVV^yk 
iiSmimfcl, lia}cMLl8^M»Lt„ M^iffTlit, 

7^ teXTfi?^/^— TsV^m&&nW&, Slit, SHfl5#*70 2mg* 
#fd 0 ESI -MS M/Z : 4 9 7/4 9 9 [M-H]~ 0 

^Jfe^iJ 3 4 7-3 4 9 
HJfcM 3 4 6 -C#£>*l3 h 9 - 5 V- 3 - [ 4 - V T'n t>7 

^ y ) n ^^i//V777^^— /VT ^/]-N-(5-^nnfc o y 2 — f /^) 

^/77 Is- 2 -77/^>i?- 5 K^^J 87i l^^^^yS"^ - 1 



r 2 -KA-^ X 

NH 

Oaa/ 

AY 




-R 2 


-AY 




347 


o 


% 

^—Ip"* 

HN f 

CH 3 


APCI-MS 

M/Z : 568/570 [M 

+H] + 



WO 03/082847 



148 



PCT/JP03/03807 



5 



348 


o r 

0 


\ 

^\ CH 3 
HN ( 

CH 3 


APCI-MS 

M/Z: 552/554 [M 

+H] + 


349 


O 


\ 

HN <f 

CH 3 


APCI-MS 

M/Z : 596/598 [M 

+H] + 


MMM 3 5 0—354 

Mj&mmk&yo&mMm 2 1 s t ^t©^«t§ n t \z. x y 7 y — #\ 
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+H] + 
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M/Z: 498/500 [M 

+H] + 


352 


-H 


CH 3 \ 

~NH 2 


APCI-MS 

M/Z: 470/472 [M 

+H] + 

3^^ 
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-H 


CH 3 ° 


APCI-MS 

M/Z : 540/542 [M 

+H] + 


357 


-H 




APCI-MS 

M/Z: 512/514 [M 

+H] + 

2±^i& 
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3^M^ 
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-H 
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+H] + 



MMM 3 6 3-364 
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,NH 

0==/ 

AY 
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% 


APCI-MS 

M/Z: 495/497 [M+ 


606 


IT 

-ri 


Q 


TT~I 4- 

H] + 

2^m^: 








APCI-MS 


364 


-H 




M/Z: 541/543 [M+ 
H] + 



MMM 3 6 5-366 

n^mMh^m^mMm 2 0 1 t mm<Djrmx*%mirz> ^t^xv^v 



.NH 
AY 




-R 2 


-AY 




365 


-H 


^OH 


APCI-MS 

M/Z: 487/489 [M+ 
H] + 


366 


-H 


Q 


APCI-MS 

M/Z: 501/503 [M+ 
H] + 



HJfeM 367:3^fk[4-[2 — (4-^0^^^ =. /lofr/w*-^ /V) ^ >- y* y 
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f- ^ Kl06mg^nD^^y5ml \ZMM U 3 ^ 30/il 

5 ) 2 5 m 1 #f ffi^^Ifc U 1 2 6 m g £#fc 0 E S I - 

MS M/Z : 4 5 4/4 5 6 [M- I ] + 0 

*lfM3 6 8:37ft[4-[2-(5-^nnt^^y-2-^;Vii/W^ 




3 0 6 t?# h^^^-3-[4 - (v 5 ^ f-jVT 5;)^ n^^> 

/V#/V/J?~/^T5 7]-N-(5-7ont°y v^— 2 -^;V)^y/77y- 2 
— 5Kl50mgt3 ^/V 21M ^MMM 3 6 7 t mWi<Djj 

mT«mmi-% ^ t K £ V % ^M{h^% l 3 7 m g £#7c 0 ESI-MS M/Z : 
4 5 5/4 5 7 [M- I ] + D 
UMms 6 9:3-[2-[l-(4, Kn^f-;/— /V- 2 — f/V) 
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)/7 7^-2-*/^>t^ K 



mMW2 2 0 3 - [ 2 - ( U 4 /V) T tf/WT 5 7]- 

N - ( 5 - 7 n n t° U 2 - ^;V)-<y/7 7 y- 2 - *;^>t 5 K10 3 

rag^T h7t KP77^5ml MSSSBU A V l^B. 2 — -fxi^^-tV 2 7 
ju 1 JtMx., •m.mz.X 1 H#F B m#bfcm, h V ^f-JVT 5 V 2 8 0 /i 1 ^r7JP^, 

«u mm^^xm^^, ?&feu «^i5 0mg^it o apci- 

MS M/Z : 4 8 2/4 8 4 [M+H] + 0 
HJfgM 3 7 0-3 7 2 

^J^fiMb^^^»!J 3 6 9 i |U«©^feTf«affi-rS - t ct "9 s UTWk 




H 




.NH 

o==/ 

AY 



CI 



-AY 



370 



371 



-H 



-H 




APCI-MS 

M/Z : 496/498 [M+ 
H] + 



APCI-MS 

M/Z : 468/470 [M+ 
H] + 
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) 


APCI-MS 


372 


-H 


6 


M/Z: 496/498 [M+ 








H] + 



















=• k- sains 




X N ( HC| ) 



MMM 2 2 8 T?# bttS 3 - [ ( fc^ y v 5 V- 4 — f */^'^7 ^ / ] - N 
-(5-^nnt°!J ^y-2-^/V)^y/77y-2-*;V^t^ KlOOm 
g^2-^/^5mllMU 1 3/x 1 *3«tt^N, 

n- y tvvxf/vr 5yi3u 1 fctjn^ 2 4 B£p H wnl&i^b7c: 0 s 

^^^2-^13^^X^-/1/5 7^ l*5«ttJ«N, N-^^/VT-fe hT5 K 2 m 

vf^77^-SW» n— =3rihW^^^= 3/1 

/V) ^TffiU U 3-[[l-(2-f7/!)^)tVi) /]s7$=-/V 

T^y]-N— (5— ^nc2t°y 2 -- -f /V) 7 2 -77/^^ 

fe2 5mg^#fc 0 APCI-MS M/ Z : 4 8 2 / 4 8 4 [M+H] + Q 

mmm 374^9 ^-3-[4-((try$ 2-^^-75 /) ^ n 

^^v-^77/^^7 ^ / ] - N- ( 5 - ^ n D t° 5 2 -^f/V)-<y ^ 77 
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HJfeM 2 19 h7^-3-[4-T5y^ p^=3f vvKfr/V/K- 

5 / ] - N- ( 5 - ^ n n t° !J i^y- 2 - ^ ;V) 7 ^- 2 - ^?;^'dr 

K- 2 3 5 Omg t 2-^nnt°!) 9mgSr»J3 7 3 i 

mn<DjTfeX*%m-tZ> ^k\z£<9, mMVa&Bfo 6 5 m g Sr#fd 0 A P C I -M S 
M/Z : 4 9 1 /4 9 3 [M+H] + 0 

^Jfe^!j3 7 5 : b7^- 3-[4-(fc°n — /V- 1 -^f/l-) iX^ n-^^i/^/V 
#^;l,7 $y]-N-(5-^nint o y 2 — f ^^^79^- 2 -777V 



1 9t?#bixS h 7 3 - (4 -7 5 7 yy n^^r^M^ 

;V7^ /) — N-(5 -^0O t°y 2 f^)^y/77y-2-*/^ 

i7-^ K* 2tti2 OOmg, K^-2,5-^ 3 m K 

^A68mg«3ml 4^8 0 °CTr 2 ffiW Uxc 0 7f7t Kn 
-2,5-^ h^-i/^^^2 6 n 1 S^P^ 3E(-8 0°C7?2H#P H 1«#L-7t o l^M 
f, ^^^7K7K^SE^\ ^pp*;VAl?i(ilbto ^S^^fP^TK^-7-b 

*b7c D #fe^aS%NH-y!)*W7A^nvh^77^-(t«: 
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wm^/w^*'9->= i / 5 fabrnm^/w^-v-^ 1/3) Kxmmu * 

fflft^tl9 6mgSr#fco APCI-MS M/Z : 4 6 3 /4 6 5 [M+H] + 0 

MMffl 3 7 6 : 3 - [ ( 1 - t -zf h ^ v-7J7^tfc~7Vfc°-< V 4 — f/V) ^ 

v^/V/J^/VT ^ / ] — N-(5-^nnfc°y v>^- 2 — f /V) 7 9 V- 2 



3-T^y-N-(5-^nat°y i?^- 2 — f;0^y/77 ^- 2 
-*;*fU ; 2 5 0mg^M, ifeMSI#U t°y^^l05/z 

r>«p^7K-enH^^, »by-7Ai:«u mm&mjzT^vfro 

#fc 0 APCI-MS M/Z : 5 1 5/5 1 7 [M + H] + D 

mmm3 1 1-. h^>-^-3-i4-(t-^h^^^/^=-/^T^y)^^u^ 



H /=\ 



H /=\ 

CXH N 

_ NH 





NH 
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7 4 X«&bftZ> 3 — T 5; y -N- ( 5 n a try 2 — iW)-^ 

y&A'tffSM^ K500mgi h^^* — (4— t Kp^>^p 
vvV) 5; t -y^/V 3 7 5 m g 3 7 6 t I^O^ife"^ 

St5 £ £ (31 i 9 , ^Sft^ 6 8 0 m g Sr#fc 0 AP C I -MS M/Z : 5 2 
9/5 3 1 [M+H] + 0 
^JSM 3 7 8-3 7 9 

m&M3 7 6fe5V>«^»!l3 7 7-e»e,*LS-ffc:##»Sr*J£M2 2 Oi^f© 



.NH 
AY 




-R 2 


-AY 




378 


-H 




APCI-MS 

M/Z: 415/417 [M+ 
H] + 


379 


-H 




APCI-MS 

M/Z : 429/43 1 [M+ 
H] + 



mMM 3 8 0-381 

mnm 3 7 8 tbzwzmj&w 379 ■vn^^^it-km^mmm 3 45 1 mwktz 

















NH 




AY 
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-R 2 


-AY 




380 


-H 


\>^/^~\ CH 3 
CH 3 


APCI-MS 

M/Z : 457/459 [M+ 
H] + 


381 


-H 


Ollii,../ r ~~~~\, CH 3 
CH 3 


APCI-MS 

M/Z: 457/459 [M+. 
H] + 

2mm& 



f!l382:3-[3-(l — f V ~?xi lf;l/tv V 4 — f ;V) V W K] 



NH 2 

H 3 C^N^ 



rr 




NH 2 (2HCI) 



N-<^ \, CH 3 



CH 3 



(1) ##Mi 3 ox'^bfriZ i -4 yy°n tvn^y -j>-4-^/^^m- 

mMM. 3.00g& b/l^>- 18 0ml U b P ^;VT 3^5. Oml^ 

^tj^^^/hj y^7^ K4. Om l ^Px, l o 0°c-e2B#ra»b/h o £fc 
/v=2/i)ic-cl»«u (i — f y-7°n tvn^y — f/w)^7/w^* yi 

^^S?/wargttffi# 6 . 3 2 g £r#fc„ A P C I -M S M/ Z : 2 7 7 [M+ 
H] + 0 ' 

(2) ^1^3 8 2 (1)-C#btl5(l-^ bT/Hf^y i?l/-4-4/y)j3 
/W< 3: ^-0-^^r^tffe#: 6 . 3 2 g 7 — /V 10 0ml 1 
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-T^y-i — f y^n tvwf^y 9 0 g&#fc„ #^4-r?y 
-1-4 y^n twt^y v ? ^^4^^7km-v ? ^-^-^>"e^ab, 4 -r 

5 7 - 1 — f y tVVtV V vV- 2 ±t^^?r#fc 0 A P C I -M S M/Z : 
14 3 [M+H] + 0 

(3)»j3 8 2 (2)-^#btbS4-T^/-l— f y^nlf/VtVy^. 
2±£mfc£l 1 2mg*3j;TJ« h y sfr;*^5 4mg^noy^y3ml fc» 
U 7jC^jf#T> t°y^2 5 3 fi 1 ^PX.7C 0 S«^?a^T3H#^ft#b 
ThfJL »|7 4t#^3-7^7-N-(5-y n cz t° y ^-2 — 1W) 
^y/7 7>'-2-^/^t^ K15 Omg«, iSttl 2NfW^#U 

^(as R#P^p^5S?5fEUfco BOE^^K*? J;7j?^fp^7k*^- h y I7^7.k?« 

j^tu^ytf^y mmmm- n — ^ >-/mwt=^^= 4/1 , 2 / 

1 ) fc-a*®iu 3 - [ 3 - ( 1 yyn tvkt-^y 4 — f/i-) y w k] 

-N-(5-^nnt°!)^y-2 — f ;V)^yy*7 7 ^— 2 -#/i^>-y- 5 Kl 1 
2 m g §r#7ci 0 gel^T, 4 ^^7j<l|t-SM^?Vl- 2 m 1 iZXfiim U 

SIfMl 14mg^#fc 0 APCI-MS M/Z : 4 5 6 /4 5 8 [M + 
H]+ 0 

MMW 3 8 3:f7^-3-(4-y ^vVtJn^ v^- 1 — f 

/l^T $y)-N-(5-ynnt°i) v?^- 2 — f ?V) ^^/-y 7 2 
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7 4 3-T^y-N-(5-^c2nt°y S^- 2 — f 

y ? ^y^-2-^7/V/}t>ih^ K2 0 Omg £ 1 -^^V^tXy^y 8 6 jtz 1 
£r^»!J 3 8 2(3)i IH^CD^-e^a-r 6 r ^ £ «9 Sc®^^ 1 1 0 m g £r 
#fc 0 APCI-MS M/Z : 4 2 8/4 3 0 [M+H] + 0 

8 4: h^V^-3-[4-(2-^y-t 0 ^IJ v>y- 1 f/V)v-^ 

v^ZcZ/;Vj};Vv$=.7VT 5/]-N-(5-^not°!j -^V— 2 — 4 ;V) 
y 2-^7/V^^i7-5: K 



N 

O 



Q 



(2HCI) 




(1)^2 1 9T?#kfr5 b 7 - 3 - ( 4 - 7 / n^^^yv 
10 *^7^)-N-(5-^npt^^y-2 — f/V)^y/77y-2-^ 

K-2±t^3 0 0mg^N,N-^Wtf7^ K 5 m 1 l«L, 
5 -7'n^fi^ ^vv 106nl, N, N- i?4 V/d fcVl^^V^T $ V 5 3 
7 ix K ^ctt^a^fk^-hy ^11 lmg^TJP^L, 1 00m24«# 

brt 0 5 -^n^fi^f/n 06/j i „ n, n-vW yy°v tvv^^TS: 

15 y5 3 7 w K fe^a^th^Alllmg^Ot, 10 0tCT12 

7k, fSfp^Tk-enii^^m, »tMJ!7^«u mm^m!±rm^vr^ 0 

#bil»^NH-y!J*W7A^nv h^7 7^- (IgEttJffiSK: n — 

20 (4-^ Y3ci/J}/VyS=-7V7*^-;VT 5. J) is? n^^-->/^/^^/VT 5 N 

-(5-^nnt°U v^y- 2 — {/V)^^?^- 2 -#71^ =^3; KlOlm 
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g*#fco APCI-MS M/Z : 5 2 7/5 2 9 [M + H] + 0 

(2) (l)-e#btt§ f7VX-3-[4-(4-^ h=3f^;V*^;V^;V7^ 
/) P^-^r^^/jf^/VT ^ 7 ] - N- ( 5 - ^ n a tf y S?^— 2 — f /V)^< 
^y^^V-2-^/V/jfdrf-^ K9 5mg^rb7t Kn77^3ml }^gL, 

J&fcUffc^ h y "7 ^7K^ 6 8 4M £ii#P U $fefc20 f^^# bfc 0 
$:iiETMSi U #fett5aS^N, N- v>y K 3 m K 1 

- t KB^f^y^ h y T 7 3 m g , *5 XXMSBSt 1 -^<f-)V- 3 - ( 3 - 
v>y =f-;VT %/-fxi iojv^^ ^ K 1 0 4 m g ^D^, ^MfcT 1 0 IHftff 

1 — t Kn^rv'^yy* h y Tlf—zV 7 3 m g ^ *3 «fct*&l& 1 -a^/V- 3 

- ( 3 f;V7 5: / y°n fcVP) TJ^tffvM' U'104mg Srffl U $ \Z. 1 

^jET^*bfc Q #?)^§^yy jjv/is-tiv&fu** yjf^-yj— mmfe 
m-.mm^^) i^xmm u mmw^m 4 0 m g apci-ms m/ 

Z:4 9 5/4 9 7 [M+H] + 0 

^IM3 8 5 : h^yy- 5-(N 2 -t Kn^r^T v^;-3-[4-(2- 
;3-^y-fc°n y <y>-- l — ^/p-) u^^-^/^-fy ;V^^;VT % / ] — N— ( 5 - 
y no t°y >>y-2 — f;v)^yy 7^7? y- 2-7^/^^17-^ K 



H»!l6 1?#b^5 b^y^-5-^T/-3-[4-(2-^y-t 0 n ]) i? 

y— 1 — f/v) yy n^^ix/^/p/jf^/i/r^ y]-N-(5 — y n n t°y >?y- 

2--f /V)^7y*7 7y- 2 -7>7V*>i7-5 KlO 7mg^77f/V7M^7 
K2m 1 MIL, ^kfc: Kn^V/l/T^-l) A 3 6 m g £5 J; TJ* 2 8 %i" h y 

yi,y h^^K-y yy — /v^ei o o ^ i Sr*n^fc^ % 5 o°c-e2B#ra, tsb 
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HPLCCttlU t»»2 5mg(APCI-MS M/Z:5 3 9/5 4 

dry— t°n y 1 — ^ ;v)-y^7 n^^^/V/jf^/i/T^ /]-N— (5 — # 

n n t°y 2 -^;v)^yy s 77y- 2 Kl 8mg (A PC I 

-MS M/Z : 5 2 4/5 2 6 [M+H] + ) £r#fc 0 

»#!J3 8 6 : f^>'^-5-[2-(^T-v J y^-d f -v')^ ^^^]-3_[ 4 _ 
(2 -^^y- t°n ]) v 5 ^- 1 -^7V)-yy n^^r^;^^/V7^ 7]-N- 

( 5 n n try 2 — r/v)^^^^^^- 2 -77/1^3^ k- 2mjgm 

(2HCI) O 



NH 



0 



(2HCI) 

-[4-(2-^y-t°o y 1 — r/v) v-^ p^^^m^t^/] 

-N-(5-^nnt°y Z?>-2-^ f/V)^/77y-2-*^t^ K- 2 
IiS 9 0 m g ^N, N-^^ f /V*;VA7 ? K3mltiiU N, N-^y 
7° a tVV^^WT ^38^ 1 $5 N' - If* ( t — 7* Y sUtf^;l<) 

- 1 H- y-/^- 1 -77/V/j^l^ i?^ 5 7 m g Sr^Px., gfiiCT 1 0 EH* 

y 77 ^7^77 ^ AiT* n-v h^77^f- (?§£BI£$£: n — x^lf- W@1^^/V= l / 
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n U vV— 1 ;V) i/^ n^^i/;l/^;l/j}?=;i/7 ? / ] — N— ( 5 — y n n tf y 
yy-2 — f;V)^/7 7y-2-^/^f^ K8 2mg£r#fc 0 ES I- 
MS M/Z : 8 2 0/8 2 2 [M+Na] + , 7 9 8/8 0 0 [M + H] + D 
5 ( 2) ( 1 ) T?#fc>t^§ f7^- 5 — { 2 — [N, N' - \fx ( t Y 3f-y#/V/J? 

=-JV) -FT / Jr^^/]^- h^rM— 3 - [4 — ( 2 — ^^y — fc°n y 1 - 

y y y n ^^->/l-^7/P7}? =./VT ^ y ] — N— ( 5 — y cz n fc° y yV— 2 — ^ 
^>-y7^>-2-7J/^>^^ K73mgCMJ 7;^a|fS2m 1 Sr^n^L, 

10 *§$£-c*fn^ y nn^AT-ttttJbfCo fiiWtf^At^m $g 
it Sri*EETe*8U iS^N H - y y 77 7^^pv^77^- G&fctlS* 
|:^nn*M|:it, ^ n n ^ / -;i^= 9 7/3) t tSt 

5 — l2 — (jfT~i?S h^y]- 3-[4-(2-^y-t p n y 

yy- 1 — y /V) yy n^^v/;^;V*'-;P7 5 y ] — N— ( 5 — y n n t° y yy 

15 -2 — f/l^)^/77>'-2-*;^t^ Kl 5mg£#7c 0 »l/vt\ *p n p 

i5m g £ryyy —a- o.5mi 4 mMm&m-i?^^ y 2 5 m 

1 Sr*P^.7^o y^^/v^— 7vy|r&^\ ffffi^^r^^/^— r/HcTifcM, 
ffet#U ^m\\Z&<%} 1 7 m g £r#fc 0 E S I -MS M/Z : 5 9 8/ 6 0 0 [M+ 
H] + 

20 mmn 387-391 






0=/ 




iIM7 7T#e>tL§ hyy^-5-77/^ d rv'-3-[4-(2-^r^ry-t 0 
n y yy— l — f/v)yy n^^/^^T^ y]— n— (5 -y t°y 
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jT 
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AY 








-R 2 


-AY 




387 


o r 

o 




APCI-MS 

M/Z: 610/612 [M+ 
H] + 


388 


a, 


'Hi 


APCI-MS 

M/Z: 614/616 [M+ 
H] + 


389 


Qv 


"Hi 


APCI-MS 

M/Z: 628/630 [M+ 
H] + 


390 


Ok 




APCI-MS 

M/Z: 615/617 [M+ 

H] + 


391 


o 


"Hi 


APCI-MS 

M/Z: 615/617 [M+ 

H] + 
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9fe0B 3 9 2-393 



HO 




" f 

NH 



ci 





H 




H 



5 8-e#fctL5 b7^-5-^*>v/-3-[4-(N- tfvl^/V 
— N — ^ 5vVT ^;)^p vvV# /V/JwVX ^]-N-(5-^PPt°!) 



R 2 ^0 
0 


NH 


mmrn^ 


-R 2 


-AY 




392 




H 3 C 


APCI-MS 

M/Z: 581/583 [M+ 
H] + 

mmm. 


393 


<pH 3 
CH 3 O 


/ 

H 3 C 


APCI-MS 

M/Z : 583/585 [M+ 
H] + 

mmm. 
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MM 3 9 4-399 




MMM 3 4 3 t?# hUZ V 7 >^ - 5 - 5 / %/l>7$—/U- 3 - [ 4 



NH 

AY 




-R 2 


-AY 




394 


CH 3 

0 


"Oh 


APCI-MS 

M/Z: 576/578 [M 

+H] + 


395 


CH 3 
H 3 cV 

O 




APCI-MS 

M/Z : 556/558 [M 

+H] + 


396 


CH 3 

0 


H 3° H 3 C^ 


APCI-MS M/Z: 
569/571 [M+H] + 
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397 


CH 3 
O 


H 3 C </ 

S CH 3 


APCI-MS 

M/Z: 570/572 [M 

+H] + 


398 


H 3 cV 

o 


o 


APCI-MS 

M/Z : 598/600 [M 

+H] + 


399 


CH 3 

o 




APCI-MS 

M/Z : 602/604 [M 

+H] + 



0 0 : h7^-5-^W5/W^-3-[4-(N-t 

(5— ^niatry v^— 2— f/>)^/77^- 2— #/Va£3MJ-^ K 

ch 3 
o 



H»!]3 9 8T?#fetL5 h7^-3-[4-(N-Tt hWtf^-N- 

7l ,_ N _(5_^Q D t:°y v^- 2 -/f/^^y^^^ — 2 — # 5 K9 
1 m g %T h7tKP77 >~ * ¥ y : 3 ) 5 m 1 \OfeMV^ gMfcX 2 

10 ffife&Mrt- V y ^A7X?«3 0 0 w 1 Sr^Dx.4^*#L.7c„ KJ£$£fc*fr4&^ 
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y-2--f;v)^/77y-2-*;^t^ K2. 5 0 g£r^/— A<— T h 
7tKn77^(l:l)400ml(CiiU ?*~—yfrfl'&to%. > mi±7km 

mmMT. m.mzx i 2 mmm.^fc 0 %hth&n&wmmz? p n 2 0 
omi &&.gmmzxo. 5mmmw^ 9 4 h-cate&u mm&m 

^ a o ^ y — /p= 4 / 1 ) fc-CJWKfl^ g^rn^/P- v?rc^/i/ 

— 3 -[4 -(2 -^y- t°n y vV- 1 -^) 

=¥vVV7J/l^~ y ]— N — (5 — ? n n v 5 ^— 2 -^/P)^y/77^ 
- 2 -7J/V^>i7- 5 Kl. 94g &#fc„ *d p p 150mg^^y -/W-MM^ 

4 &jfe«tfb*c*- -^^iT-^^T^a L N mmfc&M l 5 8 m g &#fc„ a p c 

I -MS M/Z : 4 9 6/4 9 8 [M+H] + 0 

0 7 : h^>;*-3 — [4-(N-T1r9VV-N-^^v^T5; /)^^ a 
•^vvV;*//!^— ;VT 5y]-5-7^/-N-(5-7nnt°y v^- 2 — *f 

o" i: ii >w n— 7 rr 0 w^~G" cl 



O 0^ NH 2 „_NH 
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H 3° CH 3 H 3 c' CH 3 

0 5-C#k;ft,5 f7^-3-[4 - (N-Tir^/V-N-^^/VT^ 
/ ) V ^ P ^df- v7V# Astf—AsT ^/]-5--fP-N-(5-^nnt°yv?y 
- 2 — fA<)^/77y-2-M*t^ K2. 2 7 g&MMtfH 0 6 P# 
ft^Sfe-CMtSr h7^- 3 -[4-(N-Tir^/l^-N-^^7^ 

T 5; 7 ) T=r^^r->/^77/^^/VT ^ / ] — 5 — T ^ / — N — ( 5 — * n n fc? y 
v 5 >'-2— T/V) ^/79^-2-* /Vtf^lr- ^ Kl. 6 2g» 0 
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+ H] + 0 

HJfeM4 0 8-4 0 9 
MMffiH 0 6l:#fetbS f7^-5-75;-3-[4-(2-^y-t°n y 
v^— 1 — <4M*sir u^3ri//Vjj ;Vi$=.;VT ^ 7]-N-(5-^nn t°y 

7-e#fetL§ b7^-3-[4-(N-TW-N-^W^;)^ 
^^/l^/V/J^/l^T 5 /] - 5 -T ^ J -N- \*V*?ls- 2 — f 

^/77V- 2 K • ttfflfelft&lgffiftl 19 8 ^I^fr^T^M 
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K9 6mg^j;t;t o y -^2m 1 Sr^Px., Sfitt2^f#Lfc 0 K 
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##Ml 5 2-e#btt2> 3-T 5/-4-^ b=3r^/P/K^7l-— N-(5-^ 
nnt^v?y-2 — fM^y)/7 7 ^— 2 -#/I/tfc>f- ^ K3 5 lmg # 
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10 





1 h9^^-4-^ y3r*/%;vy$=.;v— 3 — [4_( 2 - 

^y-t=¥fyyi;y- 3 — ^) ^ p^^;^^7^]-n- 

(5-^nDfyv?y-2-^)^y/77y-2-^m5 Kl 0 7mg 
£r«M 7 7 <h ^filO^TMtS £ £ K £ V) ^Mit^m 8 0 . 4 m g £#fc 0 
ESI -MS M/Z: 5 2 5/5 2 7 [M-H]" 0 

**^4 2 0 : f7^-4-^f/l^7^;^^- 3 -[4 -(2 
^y-^f/ cr^ *cl//V%/V7$=.;VT ^ / ] - N- ( 5 

- ^ n n fc° y 2 — f/u) 2 ^ K 





^*^4 1 9 7?#£>;H3 b^>-^-4-7J/^>>-- 3 -[4 -(2 -^y- 
^=¥f-yy v 5 ^- 3— f/V) V^n^^^y^-,,^ ^ y]-N-(5-^n 
n fcf V 2-^;V)^i/y*-7?^-2 -77 /^^f- > K50mg SrHJfrfcl 8 
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5 2t#feil5 3-75/-4-^ h ^iX#/V/K~/V-N- ( 5 - y 
nnfyi?y-2 — f ^)^y/77^- 2 -77/^>1t^ K2.33gi, 
Ml 4 2T?#btbS h7^-4-(2-^y-t°ny 1-4 Mi/? ti 

^ty*^y«2. 0 6 g £«rJBlvr, HJfeMl i:ISI«©^Sfe"e«Hffii-Si 
£ tCj; <9 frg*#> 1 . 9 0 g £r#7h 0 APC I -MS M/Z : 5 3 9/5 4 1 
[M+H]+ 0 

WJ4 2 2 : h7^-4-*;^->- 3 - [ 4 - ( 2 y - fc°n ]) i? 
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2 -^/v)^y , /79^- 2 -*/v^t5 K 
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O^O 

P 

N 



H 3 C^ 0=< 






^J£0!l4 2 1 h7^-4-^ h^v^A^-A-- 3-[4-(2 - 
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mm 7 7t mm^m-^mm-r z> ^.t^xy mmtt&m 6 2 3 m g £#7t 0 e s 

I -MS M/Z : 5 2 3/5 2 5 [M-H]"o 
^!&M4 2 3 : h7>^X-4-t Kn =^iyy 3 — [ 4 — ( 2 — fc° 

a V i -^/i/)-yy n^^v-/V7J7v^— ziyrs; y] — n— (5 -y try 
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2 lT?»6>tl/5 h^^-4-y b^-y#/I^~ /V— 3 — [4 - ( 2 - 
^y-t°n !)v?y- 1 --f M o^^^/^^r 5 7 ] - N- ( 5 - 
^nptli?y-2 — f/V)^y/77^- 2-#/i^>1^ K3 5 Orng^H 

if?ii i45t iRj^©*feT?«yai-« - £ ^ £ t> *awfc#4fc 40. 9 m g <H#fc 0 

ESI -MS M/Z: 5 1 1/5 1 3 [M+H] + 0 
^*f!l4 2 4 : b7^-4-[N-(2-^ W5/xf;P)-N-^f 

;^]7 5y*M^- 3-[4-(2-^-^y— trn y -yy- 1 -y/y>yy n ^ 

dr^;^^-/V7 5 / ] -N- ( 5 - 7 n n t° !J vV- 2 - -f ;V) -< ^ j/7 7 > 
- 2 k • 
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tTn y >>y- 1— T/^) v^^n-^drv-/^7V7K=./l/T5;y]-N-(5-^nnt: 0 
y v>y-2 — f;V)-<yy77y-2-^;^>f^ K7 0mgl:»j8 7 £ 
^f©^-efelt5-ttj; 19 h7^-4-[N-(2-^W^yxf 
;v)-N-^f;v]7^*;^;v- 3 -[4 - (2 -^y- t°n y 1 - 

y yy n^dr->7V^7/V^^/i/T 5: /] — N— (5 -y n n t°y v 5 ^- 2 — 
^/77y-2-^>f^ K4 0. 7mgSrHfc. * 7 — /W-|§ 
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ml 4m7^k&m-i?&*r-y->m&5 o » 1 «u wm&y&z 5. 7 

mg^Ufco APCI-MS M/Z : 6 0 9/6 1 1 [M+H] + 0 

^1M4 2 5 : h7^-4- t h^r^/^^/UT ^ J - 3 - [4 - ( 2 
-^y-t°n p e?^- l -^r/i/) s/^ n^^^*/l/#=;l/7 5 / ] -N - ( 5 
- p p tf U vV- 2 —'fM^ls'Sy 9 2 — ;&/HiJ?3MJ- 5; K 
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*1M4 2 2T?#b*L5 h7^-4-M^- 3 - [4 — ( 2 — — 
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Kl 4 Om 1 S^Px., 6 CCiHTl. 5B#ra^#U7^m, 5. 5 B#^»^b7c 0 
aeSr^fP^i^KT^^, Wth!J^At«U iffiR«ri#BET«*Lfc 0 
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Sr#fc 0 ESI -MS M/Z : 5 9 6/5 9 8 [M + H] + 0 

Hife#!j4 2 6 : h7^-4-7$y-3-[4-(2-^y-lfn y 
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2 8 : h?^^ — 4— * &l/7sjV-fo~/VT % / — 3 — [4 — (2— 
y- t°n JJ v»y- 1 -y /I^) n^^r ;Vi$=.;VT ^ J ] -N- ( 5 — ? n 

n t? y y>>-- 2 -y /y> 7 y- 2 -^/i^^rf- 5; k 
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^i£0!l4 2 9 : h^y^-3- [4- ( 3 — ;*-df- y-^r/Ufc ]) 4 -^/k) 
*^ n^dfy/y£/WjwPT5; /] -n— (5-^nnt°J)i?y-2-^;l/) ^ 
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-4- (3-^y-^;^yy-i — f /U ) ^DA^f y^>| 6 8m 

g t £rj^-c, m&m 410 1 mffi<Dj7m-v#m-rz> ^.t^\) &mft&m 7 4 
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^ 1 . 0 8 g £r#7c 0 E S I -MS M/Z : 1 9 3 [M-H]~„ 
3-4 

0, &sT(Dit^^ntio 



WO 03/082847 



182 



PCT/JP03/03807 




APCI-MS 

M/Z:225[M+H+MeOH- 
H 2 0] + 




EI-MS M/Z:265[M] + 
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^mm^^= 9/1 log^ , 3 / 1 > u c 4 - (N-^^^/^^^^yv 

- /1x-N-t< ?VVT ^)-2-^/7/7i/^7] gtSt t - 9 1 m g <gr# 

fc 0 APCI-MS M/Z : 4 1 4 [M+NH 4 ] + 0 

( 4 ) ##M 5 0(3) T?# b [ 4 - (N— < ly^yjvir^ v^77 /V-/K~/V—N-^ ^/P 
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1 0mgl:l)Dx.fc o 6 0°CtciT— mMWVtc^ V ^810m 

g<srii#nu i o o o c^T4B#r B m#Lfc 0 mm 

y/ntVl-x^f/KcIit^ »U «^10 4mg^#fc o APCI 
-MS M/Z : 3 1 7/3 1 9 [M+H] + c 

^77 A^^^p? ^Vl^ 



( 1 ) - 3 0 °C^T^ 7< ^ / — /V 1 5 0 0ml \Z.m\^f-^r=-)V 2 5 4ml %m 
^n-^i^-i, 4-v ? #/Wtf^5 0 0.0 g^DiSfitTl 7B#K^#b 

4ft U h7^-^n^dffy-i, 4-^77/^V^^ f;P5 4 5.0 g^ 
#fc. APCI-MS M/Z : 2 0 1 [M+H] + D 

(2) &*§Ml 1 2 (l)T?#e>jh/5 h7^-^n^fy-i, 4-^77/^ 
tff^S^^/H 5 0.0 g£^ h7t Kn77>l 5 0 0ml fc|g$?U tR^ 
7\ 2 8 %-t- hy!)^h^K-^^y — 149gt*13.2g©ai 
-^^SrMTUfCo g^MtSL3. 5B£|RH^Ufc& N n— ^r^Vl 

5 0 0ml £r&£\ ^fttlfeSrMWSJbfeo Wt^SHfr^^T, »i£Bfe5 0ml, 




o 
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*450ml, £5 £7J?^ p n fr 7 uj>, 1 0 0 0ml <Dm&fS%i\zMjL. Mm^X 2 

4 - ^/P/J^V^y y ^/u 1 0 6 . 0 g Sr#fc 0 ESI -MS M/Z:185 
[M-H]- 0 

(3)##Mi i 2 (2)-e#fett5 hy^-^n^fy-i, 4-^77/1^ 
tf=>*E-y y OO.Oglrt -Zf#S~ /VI 0 0 0ml M^fPU J?7i 

-/V y yfT v 5 Kl 5 5 g*3 j;TJ? h y rc^r ^78.6ml ^Px.7>^, 

M£y * 7 -/V 2 5 0ml \Z.mffiV7k 7 5 0ml ^jjP^fcfL 7k^TS#bfc 0 
0. 5B#Pe0fL Wtti^MU 7jc-y ^y— 71^(3 : 1) 1 0 0 0m 1 *3«fct^n — 

^*^^Kx\mmm%k, nmu &m&mi 17.0 g &#fc 0 apc 1 - 

MS M/Z : 2 7 5 [M+H] + 0 

tt^ll 1 3 : b7^^-4-(2-^df-y-t°ct y v?^- 1 _^ /]x )^^ n ^ 



( 1 ) 112 -C# fetuS b7^-4-(t-7> 5r^^#=;V7 f- y ) 
•^y n^driT-^/^/K^y ^2 3 4.0 g ^VOt*^ 5 0 0ml i£$g$PU 

4^^h7j<*-> ? ^-^-i^^5 oomi SrJn*., iifitti 9^mmW^o K 

U K^^^-4-T^y^yn^^i7->'7J/^>'^y^7l^-^^l 2 1.9 
glr#fc 0 APCI-MS M/Z : 1 5 8 [M+H] + 0 

(2) ##Mi i 3 (i)-e#fetix§ f 7 y ^ - 4 -7 y ^ n 1 




o 
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• 5 . 3 1 g Dn^^yiooOml fcSS$8U tK^- 

^81.5ml©^Pn>^80ml *«E«r»TT bfc ^S^Sr^a^M b 

8 1g£r#fc 0 APCI-MS M/Z : 2 6 2/2 6 4 [M+H] + 0 

(3) 6 0 %m&kmit-f- V V ^A9.60 g SrN, N-v^^/VTi? bT5 K5 

0 0ml tUL, 7k^T\ 1 3(2)"C#^5 h^^-4-(4- 

jVT^;)i/?X2^%-y-i/Z,; V y£^^^^- ;V 5 2.3 2 ggr^b-fo 

M£rn -^^-^y^ntV^— 7^/HcM^b7£ e i| B «f, fg$g 

U h7^-4-(2-tdfy-t 0 P U v?^- l — { ;V)^/?xi^^-i/3);vi$ 
^m^^^3 9. 2 0 g £r#fc 0 APCI-MS M/Z : 2 2 6 [M+H] + 0 

(4) #M§-#!ll 1 3 (3)T?#fefba h7^-4-(2-t^y-^o y v 5 ^- 

1 — f )V)*/9 9.15 g^y^/^4 0 0ml 

Kmm u 2 ^TK^b-t- j»7kmm 6 0mieDi, iiatt 3 

b/c 0 7k/^t, 1 0 %jm£&m€Rj&m% p h 1 ~ 2 £ u ^-t^nm, ^ * 

n*/VAt?ttttlbfc 0 fiHrlith^AT'^t, ^^MffiT^*b7t 0 

5.9 4gSr#fc 0 ESI -MS M/Z : 2 1 0 [M-H]~ 0 
#%Ml 1 4: h7^-4-(N-7t^-N-^f;l/7^/)v'^n^ 
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I 

ho jCTY 

o 

i/^n^fy^;^y^^ 3 0. 0 0 g £rN, N- fWA7 3; Kl 
5 0ml fc*g$?U ak?frT. 6 0 F^A5.60g £r7JP£fc 0 

IHMTs 0.5H#W^#Ufc^ 3^f;H4.5ml*5j;t)t^;-/V0. 

i5mi triiwo^., Kmm^mm^m^4mmm^\^tc 0 7 mr, m&miz.& 

f7Mxf/v=io/i(i|§ N 7/l)l:TiIU b^^-4-(N-t 

6.3 3gSr#fe 0 APCI-MS M/Z : 2 7 2 [M+H] + 0 

(2) ##M1 1 4 (l)T?#€>tt5 h^^-4-(N- t -l/h^v^/l^K- 
N-^f;V7 5 y)i/^n^^>-7j/v^V^9 : -/^2 6. 3 2 g^W 

^i o om i Kmmu AmfemtTkm-^tt^mmi oomi ^p^7t 0 

S£SlrS£ICT4BirWLfcf, *M V^fn 0 0ml frffiV> 

- f/VT 5/)^ n^f-^TJ/l^V^ 5^ . gggggg x 9 . o 1 g 
fc„ APCI-MS M/Z : 1 7 2 [M+H] + 0 

(3) #i%Ml 1 4 (2)-C#e>^5 h5^-4-(^f;P75/)^ n^f- 
I^/V^BM ^ • 18.93g^nn^74 0 0ml ^« 
U *^T^ tft7tf/W8.4 2ml^Ms tt^T, hyx^7^y 38 . 
1 m 1 ©v^ a n ^ ^ 4 0 m 1 *?fcarWT bfc G RJ&m&mMlZLM L 2 

N H - is V 7J ^7J ^-A^n-^h^^^^ - (^ttl^ : Mfct^/i,) TUf®* 
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U b 7 y^ - 4 - (N-Ttf /l/-N-^ f 5 y) ^^n^f^/^> 
^f/H9.0 5 g r#fc o APCI-MS M/Z : 2 1 4 [M+H] + 0 
(4)###!ll 1 4 (3)-e#f>tt§ h 9 ^ - 4 - (N-7*^-N-^ 

r^/)^o^fy^yi^7 i /n 9.00 g^y ^y — /V2 oomic 

fc 0 7X^r> 1 o%»afOT^pHi~2iu -km.-?mujk, ?w 

l|16.3 1g?r#fco ESI -MS M/Z: 1 9 8[M-H]- C 

#^M1 1 5 : h^V^-4-(N- t -7>^^/V^-N-7 ! f;l'7^ 




o 



###!jl 1 4(l)f#6*l5 b 7 4 - (N - t -7 s b^r^M'^- 

N-^y^X ^ y)^^n^^f->-^77V/K^y ^-/V4 4.7 8 g^y ^y— 
OOml M^j§?U 2^7K^"7- > y -7A7j<^ 100ml ttl;L. Sta^T 

^dHJ-V-iM y^ntV^w- ^;\<X»WmWfr'&, *fc*£U mMfe&%Q 3 9. 2 
Og£r#fco ESI -MS M/Z : 2 5 6 [M-H] - 
#^f?!ll 1 6 : f 7 y^-4-(t -7*h^^/^/I/7 5 J)^? 3^ 
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HO. 



o 



H n CH 3 



112 -C#btbS b7^-4-(t --7* h ^vO^tf^/VT ?/)^ 
n^drih^/V7^>-^7?^/V4 4. 7 8 g £r##M 1 1 5 tmm^^X^mir 
Z>Z.b\Z.£Vmm4k-£-%}2 4. 0 4 g£#fc 0 ESI-MS M/Z:24 2[M— 
H]"o 

117:>7 ^^-4 - f/^7 5; / */9 u^^^X /V^^m • % 



(1) »jl 1 3(l)-C#fetbS b 7^ - 4 - 7 5 ; ^ n^t^/nK 
yt^ =FyV • 93.0g^^; —/V 1 0 0 0ml ll^L, 3 5 %sfc/l/ 
A7/V7t 5 . 4m K b P -7^3 9. 4 gfc^t/l 0%^?S? 

e/^-^ii o g^ip^, ^ff7k*»fflMT, iamt3. 5B#ra*#uto * 

*»&«*U ?Jl^^fltTa«L 2 0 %^77 y >7 AtKSBS 

5 0 0ml Srffi^s ^po */V^7?ttm Ufc 0 ^$SJ1 h y !7 £ 

Sfc#y ?AT?*£ifeU ^Sr«JBETW*bfc„ #btbSaaES:NH— S^y 77^/V 
*7A7nvh^77>f- G&tt»$8#fc: n >/Wm^^= 2/1) \^XW 

$4U 5: 7 v^^n^^^TJ/^^^^/^S 7. 3 

g^tfco APCI-MS M/Z : 1 8 6 [M + H] + 0 

(2) ##Ml 1 7 (l)t#^5 b^^-4-v^^/KT $ 
^TJ/^^^^/^2 7. 6 g 0 0ml *5 iTJ^TKl 0 0ml 

# 6 MS 50mlJDi 4 R#f!Q»3S$5fD b7c Q 6 5 0ml Sril 
7JP U $ G> 1 B#r H 1»5S^ bfc 0 S^^^HTM U h /i/xyt-C#»If^ 




(HCI) 



O 
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APCI-MS M/Z : 1 7 2 [M+H] + 0 



isWL* "f-JV • Iggfcfi lOg, 1,4—^3 — ^ 1 9 . 2g, h y !> A 

16.4 g^ h5k Kn77^3 0 0ml — N, N-v^^/KMr K6 0 

m i Kmrnv, 7 o°ct2 0 9$m&h&vit o sjt&*sr*feBET*i6ufc^ 
yvk7j wn^h^7-f«- mmm%--w^^/i-/^*-y- v= 1/5) \zxm 

10.9g$r#7h o APCI-MS M/Z -212 [M+H] + Q 

(2)##M 118 (i)-c#e>*L3 vx-4-(t°n y i?^- 1 — i)V>*/# 

a^-df^-^TJ/^^^^/H 0. 9 g©^t^l 5 Omlfc 

±«8 Oml fc&D*., 7^7— A-^S^L&^k 1 1 0°CT3B#r^#bfc o ^ 

1 1 . 1 g Sr#fc 0 AP C I -MS M/Z :19 8 [M+H3 + 0 

1 9 : h^^-4-(^/^y >--4-^/P) i/^n^^-^^7J/^' 




(HCi) 



O 




i^ife^ • ^^±£4 7 . 5 g , tf ^ ( 2 — ^ xx uzcf-ji,) tvp 34. 5ml, 
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fimi-hl) ^77. 9 g> *3«fct*a Pfltf-h V ^8 8 g fc Kn7y 

yi400ml -N, N-^y^vKTir bT^K 280ml (d«U 1 8^ 
iSMbfco ^(2-^nnx^)x^2 3ml, 3»MJl>A22g 

;^7A^Yf^7^ 11^^/1^*1^= ! / 3 o % 

V- 4 /P) n^^V^/l^V^y 3 . 9 g AP C I -M 

S M/Z: 2 2 8 [M+H] + 0 

(2)#%M1 1 9 h7^-4-(^!)y-4-^^)^ 
n^^^/^^gg^^ 5 3 . 8 g ©^fy7 5 Omlfc 2^ 
±&@t 4 0 0miai ^ ^ / — /l^g* WtllO °C1? 4 B#fH3» b fc 0 

4£/ 5 4 . 8 g £r#fc 0 APCI-MS M/Z : 2 1 4 [M+H] + 0 

120:b7^-[4- (v>y ^ y ) n-^vvKj^gg ■ W 



( 1 )7KSWb^ y!7A12.8g^7K3 0ml ^/V 

5. 0 7 g&jn*. % ih^pt, 1 o$rmmw&, tfmm&ftmu ?m^v^ 

( 2 ) T/V=f^#H^T, 116 ttfens h^^-4-(t-^>^ 

i/*;l^f^7? 7)-yy 0 g&^n^/i^n— x/P4 0 

mlfc:»»U -10°CtM)xf^7>yi.89mieDi, iftWC, yn 
n^»-f y^f;H. 7 5ml «Tb7c D 1 0°C^3 0#H^#L 




CH 3 (HCI) 
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7c#, 12 0(1) X-Wg£*l^fci?TS* ^ ^(D>?ar ^/i/rc— x/H^fe- 1 

0°CTii£TU ^®f> ra^M^SLl 5R#ll*#Lfc 0 t-Jc^Tn 10% 

mm, 7K mnikm.7k-emm&. wmy-hvv&xnmu mm^u^T^L- 

- [ 4 - ( 2 -^ryrtf/v) ^ n-^vvv] ^ ^ t -y^/v i. s q 

g?r#fc 0 APCI-MS M/Z : 2 8 5 [M+NH 4 ] + 0 

( 3 ) T/V^y^i^TtI)l£ LfcKJ£^(-##M 12 0(2) T# fctLS b y 
10 - [ 4 - ( 2 — /7t^) v-^ 7J/W^ ^ ^ t — :/^vP 1 . 

62g^^/ -/V 3 0ml f^t, - 2 5 °C«£p Lfc 0 gcE#^iS 153 
m g CD h y rc^/VT ^2.4ml W^lBX.tzM, m&W&^WZM b 3 B#W 

Y ^^;l/7)f^;P7 ^^V/V] g^H^ ^/V 1 . 2 5 g £#fc 0 A P C 

I -MS M/Z : 2 8 9 [M+NH 4 ] + 0 

( 4 ) 12 0(3) -C# b tL3 f7^-[4-(t-7> df ^;^-;U7 
$; ; ) n^df- iy/v] f'fl' 1 . 2 3 g (D 1 , 4 -v^^l^ 8 m 1 ^ii, 

20 4Mtti-^t^rt>'§S8m 1 ^Oi, £t&*C 5 B#W^#b7c: 0 KJS^ 

£ri&EET*li&ffc@ U hy l/x -(4-757^ n ->/V) ffiWt* • 
t8 9 8mg^#fc„ APCI-MS M/Z : 1 7 2 [M+H] + 0 

(5) ##Ml 2 0 (4)7r#P?tbS b7^-(4-7 5/i/^n^^;I/)@M 
^ ^/V • 8 9 5mg©^nn^y30ml fig^fe, tK^T h V ^ 

25 ;V7 ?yi.2ml bfc Q r ^ 7 R^T 3 5 %*/^7^jt KtK^ 

tl. 71ml £r;te, t^T, h y Ti=T h ^ vTkiit^tf; ^fiTT" h y 7^2. 7 4 
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is? u-^^iy^mM^ 7 7 1 m g SrWfco 
APCI-MS M/Z : 2 0 0 [M+H] + 0 

(6)##Ml 2 0 (5)T?#fetb§ b^^-[4-(^^/l/T^/)v^n-. 
^S^H** ^7 6 0mg (D^^Mt-^ 2 5 m 1 *«fC N 1 ft££aft 1 5 m 
lSr^n^ 3B#^7Jnm«Lfc 0 ^^&«ffiT**fU #£>*L52&j£&^rc^ 

7c 0 APCI-MS M/Z : 1 8 6 [M+H] + 0 



(1) h7^-4-(7^;^f/I,)^p^ ^f-^/^V^6. 29g^ 

^^v-^n^iT-^/^^y^.^^S. 6 9 gSr#7h„ APC I -M 
S M/Z : 1 7 2 [M+H] + 0 

(2) ##M1 2 1 (l)l?#P>tl5 f7^-4-{7U^/V)^P^f 
^/^>-^^/V-ig^8. 6 9 g^nn^y4 0 0ml tHL, 

h y ^;VT ^ll,2miai tJfittMM, Tk^T, 3 5 

;^7;i^ft KtK^ 1 5 . 9 m 1 *3«fctf m; T-tr b ^jYMW^ $mi- h V V 

a 2 5. 4 3 g^p^/to R^m^mm^m l 2 stum^m, i&fp^s^k^h 

(v 5 ^ ?vlO n^^ij/u^Wt^ =f->V 7 . 4 2 g £#fc 0 A 

PC I -MS M/Z : 2 0 0 [M+H]+ 0 

(3) ##M1 2 1 (2)T#fetL§ h7^-4-(^f;P7^/^^)^ 




(HCI) 



O 
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PC I -MS M/Z : 1 8 6 [M+H]+ 0 



OCH« 
I 



o 




CH 3 



fyi00ml U * 5 0 m 1 S3 ±Ot i ajfckHf^ h y * 5 0 

^llc:iiL4W#t N 2^*&*ETtt»Lfc 0 #feix«aitSriWfc*^ 

1 3 . 3 0 g E S I -MS M/Z : 2 5 6 [M-H]~ 0 

**fl 1 2 3 : 3 - (tf* j, ^- 4 ^ B ^g^^ . ' 




6 (HCI) 

(l)60o/„«| ftth y^3 3 . 6g ^ n - tKo7 _ y6o0mi 

fc»»U 7mT, *Wffi|h5x^l 8 8. 4 go^f^t Kn75v 
10 0ml^lTLfc o ^*PT0.5B#r«^ try ^- 4 -#^< 
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y;Hxf/V7 7.5 3 g?r#fc 0 APCI-MS M/Z : 1 7 8 [M+H] + D 

( 2 ) *#0y i 2 3 ( i ) -?# fetbS 3 - ( bT V S?V- 4 ->f A-) T * y /HB^TvV 
2 8. 0 0 g«2 8 Omll^U MWfcfi^l. 8 Og^Di 5 5 p s i 
**#fflSCT, ^^T2 4W1SgMU7c 0 ^?«3*feU It^HJETtll 
bfc 0 #f>tl5»mty 2 0 0 m l(«U 4^^7K*-^^r 

^^•Cjjfc**, «^3 3. 5 Og^t APC I -MS 

M/Z : 1 8 6 [M+H] + , 

O k^NH (HCI) 

( tf y 4 /V) ffdfcc^vi, 5 0 . 0 0 g 3r6Hg 5 0 0 m l ic&ft u it 

^a^3. 4 4 g ^pi 5 5 p s iTRitiiT, iaict2 otmmkx.tL. 

»MLfc„ ^y7°nt:"^T^-e«, tmu mmfc&Voe i. 

8 0g^#fc o APCI-MS M/Z: 1 7 2[M+H] + 0 

1 2 5 : 3 - ( 1 — fy^n tVUfW y 4 — { ;V) 7°n tr^-^gfeai 



OH 3 



h 3 c^.o 




N "CH 3 



O 



1 2 3 3 - (txyv?y- 4 -7° n t^^rc^V • ^ 

mM7 0.8 3 g<£r^/^- /W 0 Oml*U 2 - 3 - K^n^ 3 8. 2 

m 1 &£umm* y^i32.3 g e wtop^^lt£ 0 ^mm&m 
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*U MfiRSr^ftEET*Blb/to &btiZ>m£&%m^/>8 0 0ml t*RU 

— v/s^rc^= 20/1 9 / 1 ) (etui u mmitsm 57.1 

3glr#fco APCI-MS M/Z : 2 2 8 [M+H] + 0 
1 2 6-1 2 7: 









126 


CH 3 


APCI-MS 
M/Z:214[M+H] + 


127 


CH 3 

CH 3 O 


APCI-MS 
M/Z:200[M+H] + 



1 2 8 : 3 - ( 1 -4 V/n fcT/HfW y 4 — f /V) fe°^>^ 



CH, 




1 : 
N CH 3 



K&4 



HO 

O (HCI) 

12 5 T?#P>tbS 3 - ( 1 -J yy°n fc°A-fcV< y s?^— 4 — f ^) ^ n tf 
^Ifcn^vw 5 .7 . 1 2 g Sr^^rlM^ 1 2 0 0ml U 2 6 0 

Oml^TJn^L, 3H#ra»^L/J: D S^Sr«BET»«lb, S^^-p-^fclT* 
W^^Tofc^, mhfi^>mm^^f-7^—T^-^ yy°u 
( 1 : 1 ) 5 0 0 m 1 ^«Lt 0 #fffi^£r«U ^ y/o fcVl^— yvM-T 
$fc##, *fe»U mmik&m 5 5 . 3 6 g APCI-MS M/Z : 2 0 

0 [M+H] + 0 
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##M 12 9-130 



=^ -j \s 4 pay 






129 




CH 3 


APCI-MS 
M/Z:186[M+H] + 


130 


0 


CH 3 


APCI-MS 
M/Z:172[M+H] + 



^1 3 l-l-(^V^^-4-^^)H^V^-4-^/^^i 




N 



4-^PDt'yv?y.tiS9. 5 5 g*5«fct5 h !> oc^r $ 6. 0 m 1 £ 
Om 1 *5.fcoyc3 0ml i^gL, ^fy = 3f>fxf/n 0 . 0 
0 g Sr^fcfL S^^W^#T150°C^T9 6B#»mL7t 0 Jx 

^ K>fc& H 0 U «^10.3 4gWc o APCI-MS M/Z : 2 
0 7 [M+H] + 0 

i 3 2 .• c i - (try 4 ->r^) tf^y 4 -jwvm -mm 



HO 




N 




N (HCI) 
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( 1 ) 09 12 4 ( i^rc-M/ . £0$!ft 5 . 

oog, 4-^nnfc°ijv?y.iit3.6 2g, feiTihy xw^yi o. 

1 m 1 Sr^l/Vl 3 0ml KlJB&SBU 2 0 bfc Q R^^tKM, 

7Fmm&m^ufc 0 mm^m^Tmmu nt>fri%m;m%? np*Mt«t, 

^7V= 4/1) fcX&tm U [ 1 - ( f JJ Vis- 4 -- f /!✓) y i^- 4-^/^3 
S^^7V4. 1 5 g£#7t 0 APC I -MS M/Z : 2 4 9 [M+H] + Q 

(2) #%Ml 3 2 (l)T#btL^[l -(t°y v>>"-4— f/P) t°-<y v?^-4 
-^/V]f^^^/P4. 1 5 g^v ? ^1^V2 0 0ml {C|g$?U 1 j&fe&M 7 0 

mi^jjp^, 4^^aSj*^L7c 0 siti^iJW, fbusat^M 

MMfc&m 3 . 9 0 g &r#7c 0 A P C I -MS M/Z : 2 2 1 [M+ 

H] + 0 

3 3 : 3-[l-(t°y ^ v^-4 — < /V) fWy ^^-4— ( Mzfn 



( 1 12 3 T?#e>*l,5 3 - ( fcXy v>V- 4 — f /V) ;7°p M'^m^ 

/V • i&ifeSg 5 . 0 0 g h^t KP77y5 0ml \^Wm U 4,6- 

2 . 8 0 g *5 <fc IKvm' y7°n tf/I^n^/kT * >- 1 3 . 1 m 1 £ 

#*L7t 0 y # f/Vt) 7ix7nvh777^- (^{±S?«: n - 

^^tW^i^^=5/l 3/l)tt»lU 3-[l-(6-^un 

t°y ^^>--4— f7l/)t°-<y v?^-4--Y/V]^ > nt 0 ^>^^7l/5. 5 8 g Sr 
#fc 0 APCI-MS M/Z : 2 9 8/3 0 O [M+H] + 0 

(2)###i|l 3 3(l)-e#&^3-[l-(6-7Dafc°y 4 --f 



NT" N 




O 
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;V) y 4 — 7°v t'^-^M^-^/^ 5 . 5 4 g / — /V 10 0m 

1 &-^¥U 1 0%y<V^^^-^mO. 5 5 g^P^fcm^ 1ftJ£fc%&mfS.T. 

t^*u 3-[i — (try m tf-^y v ? ^-4--f/v]^°n 

»x^V3. 5 7g*ftfc. APCI-MS M/Z : 2 6 4 [M + H] + Q 

(3)##W1 3 3 (2)-e#E>tb5 3-[l-(t:°y ^ v^- 4 — f /V) fc^V -i? 
y - 4 - ^ ;W] t°t 3 . 5 4 g £ v 5 ^^ 1 4 0ml fcSSflfU 
Om 1 ^P^3NFP^Pm^Ufc 0 SJ£3£<H&ET«*§L 

ESI -MS M/Z : 2 3 4 [M-H]- G 

134:3-(l-^y^n bf/HfX y 4 — (M7?V /Hfc ' % 



(D^ftUf^AT/V^^Al. 1 0 g £r-7" h7 t KP77^8 0mim 

«u 127 i — f y ^ tf/nf-^y vV- 4 -^/v^Sfe 

^^-/V 5 . 0 0 g <D^ h7tKP77^30ml ^^tR^T^T Ufc 0 ^JS^ 

Strict 2 j^hbsh^ tK 1 . 1 m k 15 %7Xtftt h v v^mu 1.1m 

K *5 J: 1^7X3. 3ml ^JlR«TU ^iao«#Lt #fe)ft5SJ& 
mz.&kWt#V l7A?rJq^2 O^WiJH^N ^^)^*tfc 0 «^SriftEETaMt 

n ^/i^A/I^^^/V= 1 / 1 ) m-cfiHKu ( 1 y7°n tVl^t°-< y 4 - 

-fA-)7< 9 J— /P4. 2 9 gSr#yt 0 APCI-MS M/Z : 1 5 8 [M+H] + c 
( 2 ) y /V^ n y K 2 . 0ml S: nn^^^l 20ml M^$?U K 




(HCI) 



O 
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^vi5mi mmzmr v± a m^mr 1 o ftmmmk, i 3 a c 1 ) -c 

nn^^y30ml t«£^J 1 5 ftm^-fXffiT bfc 0 ^Tfl, S^^rl^^ 
T 2 0#f«# U h y xf;V7 ^13.3ml^lO £fmWtT$f T bfc 0 S 

jfcse&Mmiibftj&sk i s#r H m#bfc#, h y ?A7ki«tFK: 

^Tk-e^^x y ?ATl&Slbfc 0 ^Sr^j£TW*U ftftLT 

1 — r yy° n tf/w y v 5 ^- 4 -jff/w^t k i . 9 6 g £r#fc 0 a p c 1 

-MS M/Z : 1 5 6 [M+H] + 0 

(3) ^*;StM)if/W. 96g^7h7t KP77^5 0ml \Z.WM 
U 7X^T. 6 0 %m&\mik~t 45g^> bTo#Bx.fc 0 |i^*P 
T 2 o i 34(2) xnbfriz i-^y^n t 0 /l/t o ^y v>y- 

4 -jJ/V/^rt K 5 . 0 3 g Or b^tKn^y>-25ml ^Mx.t^ 0 

xmm^tz. 0 ^mm&7k&£zpmnigmfcxmfr'&s wm-r h v v&x&mu 
n ~^^mm^^= 9 / 1 ) ia»su 3 - ( 1 y ^ 

P fc^ y v 5 ^- 4 — i IV) T V y )Vmpcf-;V 6 . 8 7 g &#fc 0 A P C I -M 
S M/Z : 2 2 6 [M+H] + D 

(4) #i%#!jl 3 4 (3)^r#^,tb5 3-(l — fy^nt°;H:Vy^-4 — f 
/V) T y y ;vm^/^ 1. 01 g^x^; — )V 2 0ml fc^jS? U 2 Mfefcmib'?' 

h y 7^7X^4. 5ml SriPx. N tfitt2 4 0#F H t m#bfc o BO«K:2*ji^ 

4 3g^#fc 0 APCI-MS M/Z : 1 9 8 [M + H] + D 

1 3 5 : ( 1 - t b^f^/V/^^/l-t^y i^- 4 f /^g^gfe 
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HO 



10 



15 



20 




CH, 



O CH^ 



( 1 ) 124 -e# bfriz ( y ^v- 4 --r /v) gj^n^vv . i&@fct£ 1 o . 

OOgl:7h7t: Kn77^95ml U ^tR^ fv!>^12. 14 

g*5j;l>*7kl 5 0ml fcbnfcfc^ *Jc<^T> — ^v 5 - t -^f;H 1. 6 0 g 

= 5/l)(CtilU (1 - t -^h=3r^/^^/Vt°-<y i?y-4-^;l/)|^i 
xf;H3.0 6g?r#t APCI-MS M/Z : 2 7 2 [M+H] + c 

( 2 ) 13 5(1) -tmbtiZ =^>#/V/}wPfcV< y ^ 

4 — ^/P)S£gferc^vH 3. 0 0 g h^fc Kp77^-^^/-/V(2 : 1 ) 1 
8 0ml ttiL, 7kH{t^ by>7^4. 80g©*60ml SSRfc&n *.;£:„ £ 

M^xm^vt^ x&t, 7jcjs^i^^(c:TiH4t ufc#, wm^f-^xm 
m bfeo wis sttkss j; nmaikM^xmw^ amy xttm ufc 0 

^SSrMJBET®* L % ^Jg<ffr£*4& ll.lOg =gr#fc 0 E S I -MS M/Z : 2 
4 2 [M-H]- 0 

13 6 — 137 









136 


^^^^^ 

o 


ESI-MS M/Z: 256 [M- 
H]" 
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137 




N 



O PI 



-CH 3 
'CH 3 



ESI-MS M/Z:228[M- 
H]" 



HO. 



%M 13 8:4 ^-U^— 1 - bf^y v^^/Mjf^ t -y*^ 



IHMT, o . 5 ^flBHt^, 4 y - l - y t - y*^ 

fc7kfc&m%\ tffift^IM, 4-^ h* ; f&A'tf—W?uis- l 

- t°-< y t - y*9VV 3 . 0 2 g £r#7c 0 A P C I -M S M/ Z : 

2 8 7 [M+NH 4 ] + Q 

(2)#%^|J1 3 8 (l)-Cl#btLo4-m hdr^^/^-^^^^^- ]_ _ t v< 
y^;V#>^t-7^;H. 0 8 gSr^^^l 2mll^U 
7kmiti~ h y t7 A*j§S8m 1 Sr*n^, ^S^T-B«#Lfc 0 £JS*££r 1 ^ 

y i/^7A^ P7f^77^(§(Hjgi^np^/^ / /^= 5 0/ 
1 ) tTfSL, *M^#) 0 . 7 2 g &ft1t 0 ESI-MS M/Z : 2 4 0 [M 
-H]- 0 

##{#J 13 9: (4 f yy°tr fcVUf^ 1 -^/^)@£g£ 



(1) 1 — fy7°nt>tX7^yi. 2 i g h~h V /H 2ml 




O 9 H : 



HO. 



O k^N^CH 3 
CH 3 
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U V VJ* 3. 1 5 g §r^P^Lfc# N /n^|^<yi;/i/2. 0 8 g©7ir h 

7 4 — Wl^on^/W^;- /V=5 0/1 «i§\ 
5 (4-^y7°ntVVtV7i;y-i — ^ /V) gflfc/O'SVl, 2 . 8 4 g #fd 0 A P 

CI -MS M/Z : 2 7 7 [M+H] + 0 

( 2 ) 13 9(1) fe^S ( 4 — f y y" n ¥ /Vt^J 1 ;V) ffi 

8 3 g^^^/-/V4 0ml m$£fi¥U 1 0 v> y A-^ljt 

0. 3 1 g&Mz-tc^ nj±7km^mn,Ts mmz.x 7^mmw^ 0 ^mmtt 
10 m.ik%., mwt&mzTvmi^ mmt&m 1 . 8 2 g &#7t 0 apci-ms 

M/Z : 1 8 7 [M+H] + D 

1 4 0 : 3 -(4 — f y^n tVPtVy^y- i ->f yw) fc 0 ^^ • 

CH 3 

II (2HCI) 

15 (1)1 y7°n M°;V\?^=7*J^6 5 Omg 4rTir b^by;V7ml fc$g$PL 

, 7\a§T s y ^mt -zf^-jvi 4 3 ]x 1 &mtl*lo Rjfcm&Mm^m l. 4 h# 
p^o^it ry y t -y^/p i48M m^pu $ fe^ta^r 1 0 h#w 

8i#L7c 0 fi^T^ y /l^ t -y^2 2 2 .1 &*P*. 6 H#^#Lfc^, SJfc 

f ^7 7 ^ "iffitl: ^ P n */^/^ ^ ; 2 0/1 tzm^ 1 0/l)(CT3» 

3 -(4 — f y^P f/VfcX^ v 5 ^- 1 — f /^)y°n t 
1 8 g Sr#yt 0 A P C I -M S M/Z : 2 5 7 [M+H] + c 

(2)##^!jl 4 0 (l)-?nhtlZ> 3 -(4 f y-7°n \?/VM°^<J 1 

25 /lx) 7p t -y*9vV 1 . 1 5 g Ir^^fy 10ml fcl$g$?U 4 £&/fefc£ 

{b7X*-v ? ^-= 3 rf-^2 5ml &Mx.1t&, M»|:T4 8H#^«#Ufc 0 
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tf^ ffcife U &Mft&® 1 . 0 6 g Sr#7t„ APCI -MS M/Z : 2 0 1 [M 
+ H] + 0 

(1) 

BnO *~ BnO ^-^ 

6 0 %ifit£*3(Hfctf- MJ^A6. 80g SrN, N — ^WTi? h T ^ K 8 0 m 
1 f-H^L, tK^-Ts 2— 'O'^/I/tdr^x^/- /VI 2. 9 g©N,N-^f 
/^Tir hT^K 5 0ml 1 0 #H5;Wr$if T bfc 0 tiat* 1 5 #IKHI# b 

fcfL SJ»2r7j<^U ? n pf^8. 1 3g^> bi"o^p^; m&X 1 1 

T^5fe LT ( 2 — ' Oif/Ptti/^ > df-iy) gj-gg 1 8 . 2 4 g £#fc Q ESI-M 
S M/Z : 2 0 9 [M-H]" 0 

(2) 

^ .O. .COOH 

BnO ^ ^ MeO^.-k^ 1 O 

O 

(l)T'#fett5(2--<^v ? 7l/^-^v-Ji b^-»I^^6. 51g x 1 3 

( 1 ) b7^-4-7^y^ n^f-^/V/K^y ^/V • 

5. 2 7 g N *5i7j?l - t Kn^r^yy b U 5 . 0 6 g £N, N-v^ 

KlOOml ^^?L, *<^T, 1 3 - ( 3 - i? 

* $ y tVV) ^/Vtf;^ 5K7. lOgfc xf;i/7 >y4.50m 

i&m#$az^ mux 3 nmmw^o Rj^m^mi±mmL-xn^n^mm^ 
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^)TtW5 yj^^n^^i^^/v^^^^^s. 2 4glr#fc 0 APC 
I -MS M/Z : 3 5 0 [M+H] + 0 
(3) 

H 




^ J ] ^ tr^dri^-^^yi.^^^^ 5 . o 9 g SrgjsBg 15 0ml }d$g$?U 
5%^°^^r>A^l. 0 1 g&M^, ^i±7j<*#H^T^^-e 2 . 4B#P^3f# 

^Sr^EET@5feL-C, h^^-4-[2-(2-t Kn^v^ h^iy)Tir^- 

y]v^u — dr^^/«^H^^3. 3 2 g =gr#fc 0 APC I -MS 
M/Z : 2 6 0 [M+H] + 0 



(4) 




H 

OMs 



0V 



o o 

(3)-T?#btl,5 b7^-4-[2-(2-t Kn^r^i b =^iX) T-fer^vKT 5: 7] 
■^^n^dr-^^/^^^^-zH. 3 7 g ^^ pa ^ 15ml U 

Tk^T h y ^7VT ^8 9 0 m 1 ^ifco ggl^T, IH?g.fcT^y * ^^/P 
*^4 5 0 A 1 Sr?tTUfc 0 K«Sr7k^T3H#r«#L/t^ 7j^«L^ 

3^) T-fe^/KT 5; y]v-^ n^fy*MVi7:f;n. 8 3 g <H#7t 0 AP 
CI -MS M/Z : 3 3 8 [M+H] + 0 
(5) 
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O 

(4)Tf#fcii5b?^-4-[2-(2-^^ ^/l^-,^^^ h ^) T 
-fehT^ Kl 5mli«U *»T6 0%«Wfeto(f-fb^hy5rAl 35mg£ 

is* - 4 - ( 3 y -^/^ V zs- 4 —4 /V) ^ n^i?- ^ 

/V7 15mgSr#fc s APCI-MS M/Z : 2 4 2 [M+H] \ 
(6) 

0° O 

MeO O HO (y X 

o o 

i7-^/^V^^/V 5 0 Omg^Ml 1 3 (4)i^^Mit§ : 
*IfM3 2 2mg^#fc 0 ESI-MS M/Z:2 2 6 [M- 

H]~„ 

##M1 4 2: h7^-4-(2-^y-^fy'y^- 3 -^;P)^ 

"TO*" 

o 

(l)##Ml 1 3 (1)T*#£>^<5 h7^-4-r^^o^fy^j 
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m.* - 5 . 0 0 g n n^/W^ 6 0ml ^^?L, 2k?ftT\ h V =£■ 

1 m 1 Sr^Dx., iV^Ono^2-^nnxf;k3. 3ml©^ 
a a sJvKA 1 0 m 1 ^^rMT bfco mm>lX 2 . 5 B#P B m#fL KJ&m\Z 5 % 

y^atVv^— TVW-iMU #ffctl4&<Sr«St^ ®|LT, h^*-4-(2 
-y n n x^;^^^;l/^=;l^7 > y)ixy p^^i^^/Wj^^y =Mx 5 . 1 
lg^tfco APCI-MS M/Z : 2 6 4/2 6 6 [M+H] + 0 

(2) (DTlfbtbS f7y^-4-(2-^P P xf ;Vt ^f^*/V*^^7 ^ 
y)v-y n^^-y-^/i^v^y 7 0 g 3rN, N-vM^vK7*-fer bT5 K 

5 0ml fc8§#?U tK^T, 6 0 %ffitt7jc^b-7- h!J^6 3 0mg«, ^ 
ffl-Cl 6. 5B#r H m#bfc 0 S^^Tk^P^, ^ixf/K-iWU, ^BlSSr 

m^/^i/ifcmz, mm^M^xmm^, h7^-4-(2-^y 

-^-^y y 3 -4M -yy P-^-y-^/i^^y f/n. 8 3 g £r#fc 0 

APCI— MS M/Z : 2 2 8 [M+H] + 0 

( 3 ) ( 2 ) -C#bttS b7^-4-(2 -^-dp y-^^^ y i^y- 3 ( ;V) 
vi^ir^t) ;var^m* f-fV 1 . 8 4 g £r##M 1 1 3 (4 ) t mMcDjfmx* 
%mir% r £ (CJ: 19 N mmit&m l . 7 5 g £r#fc 0 E S I -MS M/Z : 2 1 
2 [M-H]- D 

4 3 : h7^-4-(2-^-^y-t°n y 1 -y^y^y)^ 



( 1 12 1(1) f7^-4-(75/^ v-y a^dri^- 

^A-ztf^y • ^^4 . 5 7 g £r##$l 113(2)^ ^(D^ife-e^S 
tS^it-i9, f7^-4-(4-^nn7^!)/V75/7:f^)^D^ 




o 
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ty*;^Vi^^5. 3 5 g5r#fc„ APCI-MS M/Z:2 7 6/2 7 8 
[M+H] + 0 

^l^yj/l^y^y ^vV 3 . 7 5 g £r###lj 1 1 3(3)^ l^tl^&^&lS-r 
h7^-4-(2-t^y-t°n yv?y-i — f/i^^vv)^ 
n^fy^7;^yt^f-;k2. 0 7 g £r#7c 0 APCI-MS M/Z:24 0 
[M+H] + 0 

(3) (2)T?#^tb5 h7^-4-(2-^y-t°n y ^v- 1 
/V) n^^VTJ/I^V^y 9W2. 0 4 g 113(4)t IH^^fe 

twsrtti!), b^^-4-(2-^y-t°ti y -j^- i — f /p^ 

^/V)^n^i^#/l^>-@g2. 4 1 gSr#7t 0 ESI -MS M/Z : 2 2 4 
[M-H]- 0 

##0!ll 4 4 : b^>'^-4-[(N-Tir9 : -/V-N-^^^T^7)^^^]v' 



(D»ll 2 1 (l)Tl#fetb§ h^^^-4-(T^y^^7^)->-^i3^^^ 
i/TJ/l//}^®^ • 5.86gBnn 10 0ml U 2Jc 

?&T, MJxf-/V7>yi 2ml Sr^O^, ^V^T^ET-fe^-/^ 2 . 6 9 g IriT 

vfc 0 mufcx i mm 4 0 ^mmw x^tzM, mmmc^-m^ n & ^ 
m^m^-vmikm^, ii-7^^i)A«u ^^^rw*bfc 0 # 

^/V= 1/1 ^ai^/p) (cTlt^U s h7>7-4- (Tir^T 5 / 

n^def-^yj/y^^y f;V5. 9 2 g Sr#fd 0 APC I -MS M 
/Z : 2 1 4 [M+H] + 0 

(2) (i)-e#^^LS h7yy-4-(7-ir^7^y y^/p)v/^i=r^^f->yj 

^^^i^ 9VV4. 3 2g^N,N-^ 5 K 5 0 m 1 [^t, tK 



o 




o 
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?£T\ 6 0 %ifife*c3frfb*J- hU^l.OOg, 3 ftv 5 . 9 1 g *5<fc 

0 m g N 3 pte* 1 . 5 m 1 *S <fO?y ^ y — ^ 2 M^il^P L, 2 B#Wjt#b 

fc 0 Rf&mz-7k%Mx.s fti^f/i/tifflL, #BMISr*T*?5te^, Stthy 

MRU h7V^-4-[(N-W/KN-^W5;)^f/l/]^ dr 

0 4 g£r#fc„ APCI-MS M/Z : 2 2 8 [M+ 

H] + 0 

(3)(2)-e#6>tt^ b7^-4-[(N-rt 7 i ^-N-yfA'7^)^f/l'] 
v-y n^ff-^/l^^y 5VV3.0 3 g^»jl 1 3(4)£P#(7^&-C#i 
£ t ^ <t t) , mmih^ 2 . 6 7 g ^#7t 0 E S I -MS M/Z : 2 1 2 [ 
M-H]- D 

##Ml 4 5 : 5-(2-^-^y-t°n y 5?^- 1 — f/V)^^^^ 




(1) 5-7^/tfi7. 3 5 g^y^y— /V5 0ml M?g$?U MTs Ift 

5-7^y$H^^'Sit9. 9 3 g£r#7t 0 APCI-MS M/Z : 1 
3 2 [M+H] + 0 

(2) (i)-e#b^?> y^^y^/v • *6fflj4tti. e 8 g ^y 

A 2 0 m 1 \zmM L> 7X^T. h y =sf-?VT 5^2. 5 4 g ^Px./c#, 4 - y 

fcjfcmfc7kfr&&%\ y n r3 ^/v^-e^tB U7c 0 ^rtsssr 1 o %mm. nm&tm 

SciET^feU 5-(4-y np^y/l/T^ y)-0-y ^y^Vl^. 3 
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4g£r#7t 0 APCI-MS M/Z : 2 3 6/2 3 8 [M+H] + D 

(3) (2)t1#&^55-(4-^Pn^f!J;U7?/)^^^f-/W2. 3 
3 g £N, N->M 9vKTi? h T 5 K 2 0ml U MTF. 6 0 %?fr|fek 

f^^0.47g ^^b-fo^Px.7c 0 KJSS^^tML2 0 B#|K!Si# 
SS^^WEET«*U/t 0 Wfefl/SaeiESrVy jjff/ViJv&pw hJf^^j 

1U 5 -(2 -^-dry-t°n y 1 — ■ f ;V) ^.l/f 2 . 1 5 g £■ 

#fc 0 APCI-MS M/Z : 2 0 0 [M+H] + D 

(4) (3)-T?#fetbS 5-(2-t= 3 ry-t°n JJ i?^— 1 — { M # 

fV\. 0 0 g^^^y-/V2 Oml«U 4^fe*CiW^hy *.Mcig?ft2. 
5ml Sr^fc^, M«Sr^^Mbl 8 0#r H W#Ufc o Rjfctt&S^^vWn 

^Jg-ffr&^O. 9 0 g E S I -MS M/Z : 1 8 4 [M-H]~ 0 

##M 14 6:2- afc/V * 3 - 1 K n ^/V*5 «fc 7J? 4 - ajvP 

* 7V- 3-tKo ^V&JMflfe* ^"/W 



OH 






^CHO 

COOMe COOMe COOMe 

3 - 1 Kn ^'>SAftt^ f-jv 7 5 . 5 g Sr MJ ^Actf-ng^ 2 L ld?g#¥ U 
SiatCT^df-^^ b7^141.4g SrAB*., 3 0#ra»3S^bfc o 

v ^A-e*tt«rpH8 t *-e«^, tb urt 0 Wights 

5/1, S6>fc2/l)H:-C*tKU 2-*^>;l,-3-hKn^^I 
f^f/V54.6g(ESI-MS m/z : 1 7 9 [M-H]") N & J; 4 - *JvU 
5 /V- 3 - 1 Kn^^IfH^ f;^4. 4 g (E S I -MS m/ z : 1 7 9 [M- 



WO 03/082847 



PCT/JP03/03807 



234 



#09 14 7:4- iXT /-3-fcKndf- ^,|fl> 



CHO 



CN 




OH 




OH 



COOMe 



COOMe 



^#09 14 6 -e#e>tt5 4 -/jVl^/V- 3 — t Kndrv-^tfll^ ^As 1 . 9 
6 g£r=¥^5 0ml Kndfv/7y^!7A0.8 5 g&JzTJWf 

tth!)^0.8 5gl:M, 14 B#^»5S^ b7> 0 SJfe?ftSrS&BET«3»fl 

/Vx^x/KcIiUfct, fflilfelrltL, ^M-fb^O. 6 6 g £r#7t 0 £ h 

7c 0 ESI -MS M/Z : 1 7 6 [M-H]~ 0 

1 4 8: 2-(2-i/7V-5-^ h df-^/W^ /K7:c y a^>-) -n- 
(5-^nnt°!) v 5 :/- 2 — f/^)Tir fT5 K 




##Ml 4 7-e#btbS4-^T/-3-t Kadrv-^cS^^M^/l-e 5 5m 
g I:7tby20ml ##^2 0(l)-e»52-^PP-N-(5 

-^not°y^-2 — T/V)Tir hT5 K8 9 7mg, y ^7 7 3m 

g , & ±t*3 S^ttf" fy^6 5 7mg ^tJD;t, 4 0 ^|HttP««S«EU^:„ 

&mai$&fok-Tmmt, »by^A«u ^i^«ffTf*tfc 0 #e> 

U ^.Mih^mi. 1 6 g £#7c: 0 AP C I -MS M/Z : 3 4 6/3 4 8 [M+ 
H] + 0 
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4 9 : 3-T^7-6-^ h^r^M'^-N- ( 5 - ^ o n 
o o r^>f a 9 



MeO^^^°^^^H^ . MeO 



^CN 




^)-N-(5 - ^ b n t° y ^y- 2 -f^)Tt h 7 ^ Kl.O 3 g^rN.N-^ 
9VWT*fe b/^KlOml ^§$?U MtbP ^9 7m g ai 1 0 0°C 
*e4l$IWjfc#Uto Mlr7k5 0mH^ #fffl4&£r«:fcU ;*k£> £Tj*rc^ 
7 -7K'»t^ltT, ^jeYb-^fe 8 3 9 m g Sr#7c 0 APCI-MS M/ 
Z : 3 4 6/3 4 8 [M+H] + D 

150:2-y7/-3-t Kn v^o&#^ ^/P 

P^CHO ^ (^Cn^OH - CX cn 

COOMe COOMe COOMe 

( l )##0»J 14 6 2 - tfvv 5 /v- 3-fcKn ^S^S^SM ^vv 9 . 

2 3 gSr^^y— /H 5 0ml fc»»U fiLitt KP^7y*=!^A3.5 6 
g ©7X^^ 15ml *5 ±tJ^^ MJ "7-A4.3 6 g <£>7k?g?£ 15ml ^ttK^T 

f;V9.8 9g^#7c 0 APCI-MS M/Z : 1 9 6 [M + H] + 0 



( 2 ) ( 1 htlZ> 2 - 1 Ko^rW?;^ ^/V- 3 — t Kp ^>3e&«M 
^/V 10.57gSr^nn sfc/PA 10 0ml IZffiffl U MJ ^^/UT 5>1 9.3 
5 g &2ktfn r to&n*.;fc 0 ftt>tiZ>m&^ mUKxM?k h V 7;^pI«2 5. 
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fc-vmi u jism-ciM* t UT^m^ n n ft/is j±x*mm bfc 0 ^nHui ^ 
rc— ^/wj:»»bfe„ 1 gm. es i - 

MS M/Z : 1 7 6 [M-H]~ 0 

5 i : 2-(2--yry-3-y f^^/v^7s; ^v)-n- 



OH 

"CN 
COOMe 



o 



H 

I 




CI 
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( 2 ) fc° V ^/HfM7/^;H, 
( 3 ){«r/v=3f A-Sem y vvl^, 
(4)t°-sy 

( 6 ) t:° y vvl^ t° y ^ 4 , 5 — *? tKn ^3r^y y /^RXJ^^T ^ y 

(7) {Sl7/^y^;H, 

( 9 ) t° y vvt^fi^/^— 

(1 0){S^T/1^/I^A-/|n~/1^ 
( 1 1 )\m&T/V =r ^ v-^ /P7jf 

(1 2)*?mkT;V*;VT%;mmim7;V*;V^ 
(1 3)t^ys % 

( l MS&T/i^/v£-?em£;fc,fc t°-< y i?/wfi N 

mi as. 



WO 03/082847 PCT/JP03/03807 

241 

( 1 )i&BT/^/um, 

(3)fc Fo^r«7;^;H, 

(5)(a)|gft7;P^S, (b)i&mT/uz;^/^ (c)l&mT/is*/i»mWMT 
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